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The DERBAG treatment 
for pediculosis capitis 
AT THE CLINIC cee 


Serious cases should be treated 
with Liquip Deraac which has shown 
by experience to be outstandingly 
successful. ONE application only is 
necessary and eradication is com- 
plete within the hour. Non-toxic. 
Supplied in 2-oz. bottlest /10d each 
(in 3-dozen packs) or 40-oz. bottles 
sg each, including Purchase 


FOLLOW ONTREATMENT AT HOME... 


Patients can ensure a clean and 
_ healthy head of hair by regular 
DerbacSoap and Comb. DERBAG SOAP 


PURE PRODUCTS LTD. COLWICK, NOTTINGHAM, ENGLAND - 
‘eT! 


IDIOPATHIC NIGHT CRAMPS 


OF THE EXTREMITIES | 
A simple and effective treatment “ 


It has been shown that QUININE in small oral doses 
(gr. 3—gr. 5) at bedtime will abolish common idio- 
pathic night cramps in 9 out of 10 cases.* 
This safe and useful remedy deserves the attention 
every general practitioner. 
*Amer. Heart J., 35: 403-8, March, 1948. 
New Engl. J. Med., 233: 556-9, November 8, 1945. 
B.M.J. Editorial reference in February 25. 1950, issue 
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i Makers of Quinine Salts since 1823. 
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A Significant Advance in 
AUDIOMETRIC technique 


Produced as the result of consulta- yyye 

tions with Medical Authorities, both 

in this country and abroad, the 

Belclere A.2.A. Audiometer incor- | 

porates all the improvements ren- —_ 

dered desirable in the light of 

inguishing features is the inclusion — 

of dual calibration, with twin attenua- TYPE A.2.A 

tors, for binaural recruitment tests. Write for our free brochure, . 

Provision isalsomadefor gramophdne ‘‘Modern Audiometric 

recorded speech tests, Technique ”’ 


JOHN BELL & CROYDEN 


WIGMORE ST., LONDON, W.1I, or ACOUSTIC INSTRUMENT WORKS, OXFORD. 
London phone WELbeck 5555: Onford 48362 


A PERFECT_ APPLIANCE 
FOR ITS PURPOSE: 


SALT’S Sacro-iliac Belt 
Designed i orthopaedic ialist, 
this Belt 2 available in styles for men aad 
women. Its perfect effi- 
ciency is accompanied 
with complete comfort. 


commendable thing 
about this Belt is the fact 
thatitenablesthepatient 
to make early resump- 
tion of normal activities. 
Further i 


details and 


STANLEY HOUSE, 103, Marylebone 
High Street, London, W.1. 
Tel. Welbeck 034. 
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A STUDY OF CORTISONE AND OTHER STEROIDS IN 


RHEUMATOID ARTHRITIS* 


BY 


Ww. S. C. COPEMAN, M.D., F.R.C.P. 


Physician-in-Charge, and Physician to Arthur Stanley Institute, 
Middlesex Hospital, and Hospital of St. John and St. Elizabeth 
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Director, Courtauld Institute of Biochemistry, 
Middlesex Hospital 


B. GOTTLIEB, M.D., M.R.C.P. 


Senior Physician, St. Mary Abbots Hospital 


J. H. H. GLYN, MB. A. A. HENLY, Ph.D. 


AND A. E. KELLIE, Ph.D., A.R.LC. 


(From the Rheumatism Department, West London Hospital) 


Soon after Hench, Kendall, Slocumb, and Polley (1949) 
announced their preliminary results in treating active 


rheumatoid arthritis with 17-hydroxy-11-dehydrocortico- 


sterone (“compound E”), hereafter called “cortisone,” 
two of us (W. S.C. C. and O. S.), with others, had an oppor- 


tunity of visiting the Mayo Clinic and seeing for ourselves 


the remarkable and rapid results obtained with this sub- 
stance. It was at once obvious that owing to the difficul- 
ties and high cost of production cortisone would not be 
available for some time in this country even for a limited 
clinical trial on a research basis. 

Consequently the present group was formed with the 
object of testing, with concurrent metabolic studies, other 
steroids which were more readily available, and of devising 
methods by which improvement in rheumatoid arthritis 
could be assessed in therapeutic trials of any substances 
which might be thought to have a cortisone-like action. 

On the occasion of a second visit to the Mayo Clinic by 
one of us (O.S.) a small supply of cortisone was made 
available to us at the instigation of Dr. Philip Hench. — 

The present report deals with the results of the adminis- 
tration of cortisone to five patients suffering from rheuma- 
toid arthritis and 35 patients treated with other steroids. 


Methods 

In this condition, in which the severity of the disease 
may fluctuate from day to day and criteria of activity 
depend to a large extent on the patient’s own account of 
his pain and disability, assessment of improvement is 
notoriously difficult. Moreover, in addition to the normal 
variations which occur as a part of the natural history of 
rheumatoid arthritis, the psychological effect of giving a 
new treatment may be very considerable, as has recently 
been shown by Quin, Mason, and Knowelden (1950). 

*This study was aided by grants from the Medical Research 


Council, the Empire Rheumatism Council, and the Dan Mason 
Research Foundation of the West London Hospital. 


After discussion with Professor Bradford Hill it was 
decided to “screen” certain steroids by giving them to a 
small number of patients and assessing the results. In the 
event of a significant improvement occurring a- second 
therapeutic trial was to be set up, in which the effect of the 
steroid would be compared with that of an inert substance 
indistinguishable from it in appearance, so that neither the 
patient nor those responsible for administering the injec- 
tions and assessing the clinical results should know which 
compound was being given. The two substances, however, 
would be labelled in such a way that they could be identi- 
fied in Professor Bradford Hill’s department. 

This latter method of trial was used in the case of corti- 
sone on five patients who had previously received one of 
the other steroids ; cholesterol was employed as the inert 
substance. Dr. J. Knowelden, lecturer in medical statistics 
at the London School of Hygiene and Tropical Medicine, 
working in Professor Bradford Hill’s department, kindly 
handled this part of the trial. 

The cases selected were patients suffering for more 
than six months from polyarthritis of the rheumatoid type, 
with symmetrical involvement of the peripheral joints, and 
tenderness, restricted range of rffovement, loss of weight, 
anaemia, and a raised erythrocyte sedimentation rate 
(E.S.R.). Cases with radiological evidence of minimal 
joint destruction were chosen so that restoration of full 
joint movement was still theoretically possible. 

Patients were admitted to hospital for the trials and 
were all volunteers. They were not necessarily confined 
to bed, and in some cases they returned home for a part 
of each day so that they were able to judge for themselves 
whether there was improvement in their ability to carry 
out domestic duties. Patients were selected from out- 
patients attending the West London Hospital and the 
Arthur Stanley Institute of the Middlesex Hospital, and 
were admitted to the West London Hospital, the — 
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Fic. 1.—Structural formulae of the steroid compounds investigated. 


of St. John and St. Elizabeth, or St. Mary Abbots Hospital. 
Each section of the metabolic studies was, however, carried 
out in the same laboratory in each case, 

Each ten-day trial followed a period of observation in 
hospital of at least a week, during which a full assessment 
was carried out, as well as during and after the trial period. 


Assessment of Effect 


The following criteria were used in assessing the results 
of the trials: 

1. Answers to standard questions were recorded on a 
“ Wirek ” magnetic wire recorder, so that the whole inter- 
rogative interview could be reproduced at a later date for 
consideration by both observer and patient. The follow- 
ing are examples of the standard questions used: “ How 
long does it take you to dress?” ; “Can you dress fully 
without assistance ?”; “How many tablets do you take 
daily to relieve the pain ?” ; “ How many times nightly do 
you wake up with pain?” 

2. Repeated examination by the same observer of joints 
for tenderness on firm pressure, swelling, and range of 
movement, the results being charted as follows: “1” is 
recorded when firm pressure over a joint gives rise to 
pain ; “2” when it causes the patient to wince ; “3” when 
the affected limb is in addition involuntarily withdrawn. 

3. The grip test—A blood-pressure cuff is folded up 
and sewn together into a suitable shape to be gripped in 
the palm of the hand and is inflated to 30 mm. Hg. The 
patient is then asked to sdtieeze it as tightly as he can, and 
the pressure recorded on the manometer is noted. The 
mean of three grips with each hand is taken. 

4. Certain functional tests using most of the joints of 
the body, such as walking, climbing a standard set of steps, 
putting on a coat, getting up and down from a chair. 
These movements were timed, and could be assessed 
simply as “ positive” or “ negative.” The tests most often 
repeated are those which the patient can just accomplish, 
because they most clearly demonstrate the degree of dis- 
ability. They may vary from case to case. 

5. Patient’s own assessment.—During the period of 
observation patients were taught to assess their own condi- 
tion from day to day, taking “100” as the “ base-line” 
condition before the trial began. Subsequent figures above 


100 indicated deterioration, whereas 
“3 those under 100 denoted improve- 

f ment. 
oat” 6. Certain haematological studies, 


such as the erythrocyte. sedimenta- 
tion rate, the eosinophil count, and 
the haemoglobin percentage. 

7. Filming certain standard move- 
ments before and after therapeutic 
trials in some cases. 

8. Metabolic studies.—In select- 
ing the urinary estimations to be 

undertaken in the present study it 
ag was decided to confine the investi- 


CORTISCNE 


gations to those which were reported 
to have yielded significant results in 
the early published work on corti- 
sone. These were: (1) 17-ketoste- 
roids, estimated by the method of 
Callow, Callow; and Emmens 
(1938). (2) Pregnanediol, deter- 
mined by a modification of the 
method of Sommerville, Gough, 
and Marrian (1948) in which the 
second and third reprecipitations from aqueous ethanol 
were replaced by washing with petroleum ether. 
(3) Corticoids, estimated by the periodic acid oxidation 
method, using a procedure similar to that described 
by Corcoran and Page (1948). The conditions of 
the hydrolysis and extraction were rigidly standardized 
in order to obtain comparable results. (4) Uric acid. 
(5) Creatinine. (6) The uric acid/creatinine ratio. Meta- 
bolic studies were undertaken on six patients receiving 
progesterone (Fig. 2), four patients receiving pregnenolone 
(Fig. 3), two patients receiving dehydro-iso-androsterone 
(Fig. 4), three patients receiving androstenedione, one 
patient receiving pregnadienolone, and four patients receiv- 
ing cortisone (Figs. 5 and 6). 
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Fic. 2.—A metabolic study of a therapeutic trial with progesterone. 
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Fic. 3.—A_ metabolic study of a therapeutic trial with 
pregnenolone. 


Materials 


The steroid compounds investigated, other than corti- 
sone, were androstenedione, dehydro-iso-androsterone, pro- 
gesterone, pregnenolone, and pregnadienolone. Their 
structural formulae are shown in Fig. 1. 

It was decided to use high doses of each steroid because 
it had been shown by the original workers at the Mayo 
Clinic that only high doses of cortisone would produce 
results in rheumatoid arthritis. The compounds were in 
most cases dissolved in ethyl oleate, and the chief factor 
limiting dosage was the volume of injected oil that the 
patient could tolerate. 


Results 
The accompanying Table is a summary of the results of 
administration of cortisone and other steroids in 40 cases 
of active rheumatoid arthritis. 
Androstenedione.—Six patients were given 100 mg. daily 
for ten days. There was no clinical improvement in any 


Results of Administration of Cortisone and Other Steroids in 40 
Cases of Rheumatoid Arthritis 


Toxic 
Improvement 
No. No Effect 
| Dram | ER) | Wore 
atic Marked | Slight Treatment 
Progesterone . . 12 1 8 2 1 
(300-500 mg. /day) 
mg. 
Androvtenedion 6 
mg. 
androsterone 4 1 3 
mg./day) 
roo 5 3 2 
mg. 
Cortisone 5 | 4 | 1 
Day3-10,100me,) | 
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case. The metabolic study showed a rise in 17-keto- 
steroids excretion. The uric acid/creatinine ratio showed 
a steady rise during the administration of androstenedione, 
but with all the other compounds this ratio fluctuated in 
a manner which did not indicate any significant trend. 
Dehydro-iso-androsterone—This compound was admin- 
istered to four patients in daily doses of 300 mg. Slight 


transient improvement was recorded in one case only. 


Fig. 4 shows the results of a metabolic study. The increased 
output of 17-ketosteroids will be noted. 

Progesterone.—Twelve patients (ten women and two 
men) were treated with 300-500 mg. daily for ten days. 
In every case there was a marked rise in sedimentation 
rate during progesterone administration. Only in the 
following case was any improvement seen. 

Case 1.—A married woman aged 55 had been disabled with 
rheumatoid arthritis for six years. Five days after the injection 
of 300 mg. of progesterone daily she showed marked improve- 
ment, being able to run up and down the ward and raise her 


arms in a way she had been unable to do for three years. The 


improvement was maintained on 500 mg. daily until the end of 
the trial period, but when the inert control substance was 
administered she relapsed to her former state. No improve- 
ment occurred during a further period of treatment with 300 mg. 
of progesterone daily. 


This suggests that progesterone is not so effectively 
metabolized in rheumatoid arthritics as in normal indivi- 
duals. In this connexion it is of interest that the pregnane- 
diol output was low (13.5 mg./24 hours) in the first period 
of progesterone administration, when there was marked 
improvement, and much higher (45 mg./24 hours) during 
the second course of progesterone, which proved ineffec- 
tive. It seems possible that the progesterone was being 
more efficiently utilized during the first course of adminis- 
tration, and that this coincided with the beneficial effect. 

Fig. 2 shows a metabolic study performed during a 
therapeutic trial with progesterone. 

Pregnenolone-—No improvement was recorded in the 
eight cases of the present series. Fig. 3 shows the results 
of a metabolic study. There was no significant change 
other than an unexplained rise in the pregnanediol excre- 
tion on the seventh day. The E.S.R. rose during treatment. 
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Fic. 4.—A metabolic study of a therapeutic trial with dehydro- 
iso-androsterone. 
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Pregnadienolone. — This 


MARRIED FEMALE 


AGED 49 RHEUMATOID ARTHRITIS itvears 


substance was administered 


[2 [13] 14/15 |16 [17 | 18 | 19 | 20 


in arachis oil in doses of 
200 mg. daily for ten days to 
five patients. In two cases the 


CHOLESTEROL 


injections had to be discon- 
tinued because of urticarial 
reactions. In no case was 


CORTISONE 


there any improvement. 


Cortisone 


Five patients were given 
cortisone and the inert sub- 
stance, the materials being 
labelled so that the observers 
did not know which was the 
active and which the control 


compound. After the clinical 
results had been assessed it 
transpired that cholesterol 


— 
+ 


had been given first in three 
cases and cortisone in the re- 


maining two: 300 mg. was 
administered on the first day, 
200 mg. on the second day, 
and 100 mg. daily for the fol- 
lowing eight days. 

In all five patients the 
E.S.R. fell significantly dur- 
ing the cortisone trials. There 
was no marked rise in haemo- 
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_— percentage in any case, 
ough all the patients were 
anaemic. The number of 
eosinophils was considerably diminished throughout the 
trial (except in one case in which they rose on the eighth 
day), though they did not disappear completely. There 
was a sharp rise when cortisone administration was dis- 
continued. In the two cases in which 17-ketosteroids were 


METABOLIC STUDY 
; CORTISONE CHOLESTEROL 
ZZ PA. 
pays] 1/2] 3] 4] 7| 8] 13] 14/15/16 /17/18] 19] 
26 
° a 
soo aN 
PER cum aot 
200 
PREGNANEDIOL 
ESTIMATION 
MOM PER 24 HOURS At 
aE? 
I7-KETOSTEROIDS | | 
PER £4 HOURS A aL 
CORTICOIDS 
URIC ACID 
CREATININE 
RATIO 


Fic. 6.—A metabolic study of a therapeutic trial with cortisone. 
(Case 4.) 


Fic. 5.—Showing the continued improvement throughout a trial with cortisone. (Case 2.) 


repeatedly estimated the level rose when cortisone was 
given, returning to normal subsequently. Similarly, the 
urinary corticoids rose during treatment, sometimes to three 
or four times the original level. Less than 2% of the 
administered cortisone was excreted in the urine as “corti- 
coid” (that is, formaldehydogenic neutral lipid). This 
agrees with the findings of Sprague et al. (1950). 

Four patients gained from 2 to 4 Ib. (0.9 to 1.8 kg.) in 
weight in ten days. There was marked increase in uric 
acid excretion ; in one case the figure rose from 95 mg./24 
hours to 429 mg./24 hours on the first day, and to 618 mg./ 
24 hours on the second day of cortisone administration. 
The urinary creatinine figure rose from 699 mg./24 hours 
to 968 mg./24 hours on the second day. 

All five patients receiving cortisone were women—two 
of the pre-menopausal, and three of the post-menopausal 
age. The treatment did not interfere with the menstrual 
cycles of the former or induce uterine bleeding in the 
latter. 

Case 2 

A married woman of 49 had suffered for one and a half 
years from rheumatoid arthritis, starting in the feet and gradu- 
ally spreading to the knees, hands, and shoulders with develop- 
ment of nodules on the fingers. She was unable to do her 
cooking or housework, could not put on her dressing-gown 
unaided, or hold a cup of tea with one hand. She was taking 
10 tablets of codeine daily and was awakened each night with 
pain. 
rates were repeatedly found to lie between 50 mm. and 60 mm. 
in one hour (Westergren). Previdts trials with two other 
steroids had failed to help her. 

The response to cortisone was dramatic. On the second 
day of administration she could hold a pot of tea with one 
hand and slept throughout the night; on the third day she 
could put on her dressing-gown unaided. After this she was 
allowed to go home each day and found she was able to cook 


In the previous six months the erythrocyte sedimentation — 
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and undertake housework without pain, though it tired her to 
do so. i: 5 indicates the continued improvement throughout 
the trial. 

One month later the residual improvement was considered 
to be about half as much as she had attained during the course 
of cortisone therapy, although the E.S.R. had risen to 54 mm. 
in one hour within a week of discontinuing the injections. 


Case 3 

An unmarried woman aged 41. The onset, seven months 
previously, had been febrile with rapid deterioration, and at 
the beginning of the therapeutic trial she was completely bed- 
ridden and in constant pain. The E.S.R. while she was attend- 
ing as an out-patient was 100 mm. in one hour (Westergren) 
and had fallen to 60 mm. in one hour after she had been in 
hospital three months. She had failed to improve while receiv- 
ing the cholesterol injections, but the improvement with corti- 
sone was dramatic. After receiving 300 mg. on the first day 
she no longer complained of pain at rest, and on the third day 
she could get out of bed unaided and stand for a minute. Her 
grip improved from 60 to 140 mm. Hg with the right hand. 
The E.S.R. fell from 60 mm. to 20 mm. in one hour during 
the course of cortisone injections, and she assessed her improve- 
ment at 50% at the end of the 10-day course. 

A month later she retained half the improvement she had 
shown during treatment and the E.S.R. had risen to 42 mm. 


in one hour. 
Case 4 


An unmarried woman of 55 had suffered from rheumatoid 
arthritis for three years with a gradual onset involving the 
knees and spreading to the hands, wrists, elbows, ankles, and 
shoulders. Previous therapy and steroid trials had failed to 
help her. She showed marked “ ganglionic” swellings at the 
interphalangeal and wrist joints and could raise her arms only 
with difficulty. She could walk fairly well, but had been 
unable to take a bath without assistance for two years. The 
interphalangeal, wrist, elbow, shoulder, knee, and foot joints 
were tender on pressure and the E.S.R. had remained at 50 to 
60 mm. in one hour each week for the previous two months. 

The response to cortisone was dramatic. By the third day 
she had no pain at rest and the joints were less swollen and no 
longer tender. On the seventh day she could extend her arms 
above her head 20 times in one minute, and on the eighth day 
she took a bath without assistance. During the period of 
observation she had beeri unable to jump, but on the tenth 
she could do so 40 times in one minute. The E.S.R. fell from 
54 to 11 mm. in one hour during the trial. She assessed her 
improvement as 60%. 

A month later she had completely relapsed and the E.S.R. 
had risen to 50 mm. in one hour within 10 days of cortisone 
being discontinued. The metabolic study is shown in Fig. 6. 


Case 5 

A married woman aged 38 had suffered from rheumatoid 
arthritis for three and a half years, starting during her fifth 
pregnancy involving the hands, wrists, ankles, and feet, with 
mild joint pains. These became severe. three months after 
parturition and progressed rapidly. She lost 24 st. (15.9 kg.) 
in weight, and for the last nine months had suffered from 
lassitude. She took an hour to dress herself and was unable 
to carry out most of her household duties, such as holding 
plates and work involving kneeling. The fact that the E.S.R., 
which had been 40-50 mm. in one hour for the previous four 
months, had dropped to 17 mm. just before the trial, however, 
Suggested that the condition might be entering a stage of 
remission. 

The response to cortisone was dramatic, but not as rapid as 
in the three previous cases. On the second day she no longer 
complained of pain at rest and most of the tenderness had 
disappeared, but she did not consider herself much improved 
until the third day, when she could kneel for the first time 
Without pain. After the fourth day she improved more rapidly, 
and by the tenth day she could climb on to her bed easily and 
unaided. The grip of her right hand had strengthened from 
100 to 200 mm. Hg and the left hand 90 to 185 mm. Hg. The 


E.S.R. fell from 17 mm. to 6 mm. in one hour. She assessed 
her improvement as 50%. 

During the subsequent 10-day course of cholesterol injec- 
tions she retained about half the improvement she had achieved, 
although the E.S.R. rose again to 23 mm. in one hour. A month 
later she retained the same degree of improvement, although 
the E.S.R. had risen further to 43 mm. in one hour. 


Case 6 

An unmarried woman of 30 had suffered from mild rheuma- 
toid arthritis for four and a half years. Though she was 
able to continue her clerical work she complained of marked 
stiffness on rising and a chronic effusion in the left knee. The 
interphalangeal, metacarpo-phalangeal, and wrist joints and 
the left knee and mid-tarsal joints were tender, and she was 
taking an average of 10 codeine tablets daily. The E.S.R., 
which had fluctuated between 16 mm. and 60 mm. in one hour 
during the last year, was 20 mm. at the beginning of the clinical 
trial. 

The response to cortisone was marked but not dramatic. 
The left knee was no longer painful at rest and the wrist-joint 
tenderness was less, although it did not entirely disappear. The 
effusion in the left knee subsided. She assessed her own 
improvement as only 30%, in spite of the fact that she was 
able to go up and down a flight of steps in eight seconds at the 
end of the trial, whereas previously it had taken her double 
that time. 

A month later she had retained all her improvement and the 
E.S.R. was 12 mm. in one hour. 


Discussion 

Progesterone 
Sommerville, Marrian, Duthie, and Sinclair (1950) found 
that rheumatoid arthritics of both sexes excrete an 
unusually high proportion of intramuscularly administered 
progesterone in the urine as pregnanediol. This suggests 
inadequate metabolism of progesterone, and the observa- 
tion in one case of the present series, that the pregnanediol 
excretion was higher when the progesterone proved clinic- 
ally beneficial than later when it failed to reproduce clinical 
benefit, would support this contention. Alexander and 


Duthie (1950) reported five cases treated with progesterone | 


in doses lower than those used in the present study, with 
no improvement. 
Pregnenolone 


Davison et al. (1950) reported improvement in cases of 
rheumatoid arthritis and ankylosing spondylitis with 300 
mg. daily and also in lower dosage. They noticed clinical 
improvement within a week, with reduction in the E.S.R., 
and claimed that, although pregnenolone is less rapidly 
effective than cortisone or adrenocorticotrophic hormone 
(A.C.T.H.), it appears to be free from toxic effects and is 
cheap and easy to make. Ishmael et al. (1949) reported 
promising results in various rheumatic conditions, includ- 
ing rheumatoid arthritis, with 100 mg. daily. Freeman 
et al. (1950) claimed good results with pregnenolone by 
mouth in daily doses of 500 to 700 mg. Stock and McLure 
(1950) obtained objective improvement in three cases out 
of ten treated for two weeks with 200 mg. daily. Guest 
et al. (1950) treated 17 cases, of which only one showed 
improvement. 

It was impossible to detect any improvement in the eight 
patients given pregnenolone in the present series. 


Pregnadienolone 
This compound has a double bond between C,, and 
C,,- It seemed possible, therefore, that it might give rise 
to a metabolic derivative in which the double bond had 
been converted into a hydroxyl substituent at the 17-carbon 
atom, such as is found in compound E and “ compound 
F.” It did not prove effective, however, in clinical trial. 
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A STUDY OF CORTISONE AND OTHER STEROIDS 


Cortisone 

Mason, Myers, and Kendall (1936) reported on the 
physiological activity of the crystalline compound E which 
they had isolated from the adrenal cortex. The same com- 
pound was also isolated by Wintersteiner and Pfiffner 
(1936) and by Reichstein (1936). 

The metabolic effects of this and other cortical com- 
pounds have been reviewed by Venning (1948). Recently 
the results of metabolic studies on patients with rheumatoid 
arthritis treated with cortisone have been published by 
Sprague et al. (1950). Carlisle (1950) has summarized its 
clinical uses. 

In the original series of 14 patients studied at the Mayo 
Clinic (Hench et al., 1949) all responded dramatically with 
loss of stiffness, pain, and tenderness, and improvement 
in articular and muscular function, often within 48 hours. 
Sedimentation rates decreased within one or two weeks. 
Every patient except one relapsed when treatment was 
discontinued. 

Boland and Headley (1949) reported the results of treat- 
ing eight cases of rheumatoid arthritis with cortisone. In 
five the disease was severe and the initial dose of 300 mg. 
was followed by 100 mg. daily for seven days. All 
improved “rapidly and remarkably” except for one 
diabetic patient, who improved more slowly but also 
relapsed more slowly when the drug was withdrawn. 
Lower doses (50 mg. daily for 10 to 15 days) were given 
in the three less severe cases, and by the end of the course 
the clinical manifestations had subsided almost completely 
and the sedimentation rate was normal. No side-effects 
were noted. 

Hench et al. (1950) reported a further series of 21 
patients. Improvement was either “marked” or “ very 
marked ” except in one case in which it was only moderate. 
According to these experienced workers the sequence of 
events is usually as follows: decreased stiffness and aching ; 
diminished tenderness and swelling within the first 12 to 48 
hours ; complete relief of pain and sometimes swelling 
during the first week. 


Freyberg (1950) recorded 17 cases treated with cortisone 
with uniformly good results, which could be maintained 
with 100 mg. three times a week. 


Boland (1950) reviewed the literature concerning 160 
cases of rheumatic disease, mostly rheumatoid arthritis, 
which had been treated with cortisone. In rheumatoid 
arthritis results have with very few exceptions confirmed 
the dramatic findings of Hench et al. (1949). 

Sidé-effects can best be avoided and clinical remission 
maintained by giving 200 mg. of cortisone on the first day 
and subsequently 100 mg. daily until the clinical symptoms 
and E.S.R. subside (usually in two to eight weeks). Dosage 
is then gradually reduced to the lowest level that will 
control the condition. 


The present study records the results of the first 
European clinical trial of cortisone in the treatment of 
rheumatoid arthritis, and each of the five patients treated 
has shown unequivocal response which completely con- 
firms the claims of the American workers. 


Eosinophils—Most authors (Thorn et al., 1950) report 
that whereas with A.C.T.H. there is complete disappear-. 
ance of eosinophils starting about six hours after the first 
injection, with cortisone there may be no significant 
eosinopenia. In the present series there was a marked 
diminution in eosinophils, which was maintained while 
cortisone was administered. 


Side-effects 

Side-effects consisting in sodium retention, leading to 
oedema, alkalosis, glycosuria, acne, hirsutism, striae, and 
the rounding of the face seen in Cushing’s syndrome, have 
occasionally been recorded after prolonged cortisone 
therapy. With the recent tendency to use lower mainten- 
ance doses, however, they occur less commonly, and 
according to Baehr and Soffer (1950) are more likely to be 
seen during the treatment of such acute conditions as dis- 
seminated lupus erythematosus than in rheumatoid 
arthritis. Boland (1950) suggests that they should be 
referred to as “signs of hyperadrenalism ” rather than as 
“toxic effects.” 

Freyberg (1950) has encountered no serious complica- 
tions in a series of 17 patients treated with cortisone, some 
for as long as 160 days. Hench et al. (1950) reported mild 
and reversible side-effects in eight out of 21 patients treated 


-for periods of up to seven months; in four patiefits the 


side-effects were pronounced. 

Treatment had to be discontinued in the present series 
on four occasions (see Table)—in two cases because of an 
urticarial reaction, presumably to the vehicle, and in the 
others on account of severe pain at the site of the iniection. 
No side-effects occurred in any of the cases treated with 
cortisone, although a careful watch was kept for signs of 
oedema, rounding of the face, acne, glycosuria, and 
hypertension. _ 

The psychological reactions of the patients were interest- 
ing ; all were delighted with their improvement, but none 
was unnaturally excited or displayed euphoria or 
exhibitionism. This may be because they were warned, 
as had the patients receiving the other steroids, that there 
was a ten-day supply only for each of them and that it 
would therefore be necessary to discontinue treatment at 
the end of that time even if improvement occurred. 


Summary 


Forty patients suffering from rheumatoid arthritis have been 
submitted to clinical trials with cortisone and five other steroid 
compounds. 

The following criteria were used to assess the effects of these 
compounds: (1) Recorded interviews before, during, and after 
treatment. (2) Filming of certain movements in selected cases. 
(3) Assessment of joint tenderness and range of movement. 
(4) Functional tests such as walking, climbing steps, putting on 
a coat, and mounting a chair. (5) Personal assessment of 
improvement by the patient. (6) Eosinophil counts, erythro- 
cyte sedimentation rate, and haemoglobin determination. 
(7) Urinary 17-ketosteroid, pregnanediol, and “corticoid” 
estimations. 

Cortisone was used in five cases, with cholesterol as a con- 
trol substance. Although it was not known at the time of 
administration which compound was being used, the dramatic 
clinical effects of cortisone were immediately obvious. 

The other steroid compounds employed were androstenedione, 
dehydro-iso-androsterone, progesterone,’ pregnenolone, and 
pregnadienolone. These proved ineffective, except in one case 
treated with progesterone in which there was a remission of 
symptoms, which was not repeated when a second course was 
administered. 

We wish to acknowledge the valuable assistance given to us by 
the following pathologists and biochemists and their assistants: 
Dr. H. E. Archer, West London Hospital; Dr. A. G. Signy, | 
St. Mary Abbots Hospital; and Dr. R. G. L. Waller, West London” 
Hospital. 

The materials used in these trials were generously supplied by the 
following firms, whose scientific directors we should like to thank 
for their interest and co-operation: Cortisone by Dr. J. M. Carlisle, 


of Messrs. Merck and Co., Rahway, N.J., U.S.A.; progesterone, | 


androstenedione, dehydro-iso-androsterone, and pregnenolone by 
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Sir Jack Drummond, F.R.S., of Boots Pure Drug Co., Ltd. ; and preg- 
nenolone and pregnadienolone by Dr. B. M. Merriman, of British 
Drug Houses Ltd. Other substances, including material for controls, 
were kindly supplied by the following firms: Messrs. Allen and 
Hanburys Ltd., Bayer Products Ltd., Benger Laboratories Ltd., Ciba 
Laboratories Ltd., and Roche Products Ltd. 
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A “Brochure of Instruments and Accessories for Radio- 
isotope Applications” has just been issued by the Scientific 
Instrument Manufacturers Association (of Great Britain, Ltd.) 
in collaboration with the Atomic Energy Research Establish- 
ment, Harwell. It is likely to be a useful booklet for all 
interested in employing radio-isotopes in their work, since it is in 
effect a directory to all instrument manufacturers, to consultants 
capable of advising in work of this kind, and to the suppliers 
of radio-isotopes (at Harwell and at the Radiochemical Centre, 
Amersham), as well as providing a short discussion on the kinds 
of instruments to be employed in different situations. Thus 
Geiger-Miiller counters may register either the total radiation 
they receive in a given time or the rate at which they receive 
it; they may be sealed off or have an arrangement for intro- 
ducing the substance to be assayed for radioactivity actually 
into the counter tube. Scintillation counters contain phosphors 
which sparkle as gamma rays strike them, and a device for 
counting the flashes. Ionization chambers measure in a given 
time the total radiation due to nuclear particles striking the 
atoms of gas in the chamber. Several kinds of instruments are 
available for health monitoring. A small direct-reading ioniza- 
tion chamber set in a fountain-pen-like cylinder measures the 
cumulative exposure to radiation of the person who wears it 
in his pocket. A hand-and-foot monitor looks something like 
a weighing-machine, on which the person under examination 
Stands. Under its platform are two G.-M. counters, which 
measure the radiation from dirt on the shoes, while at arm 
height are pockets into which the hands can be thrust to have 
their radioactivity assayed by further adjacent counters. Two 
frisking probes are cgunters attached to the sides of the machine 
by long flexible leads. It is interesting to note that no less than 
six different firms make G.-M. counters, and eight produce 
Monitoring instruments. In addition to the official isotope 


information office at Harwell there are also three private 
firms of consultants in this field of work. Copies of the 
brochure can be obtained free of charge from the publishers. 


INSULIN AND E.C.T. IN TREATMENT OF 
RHEUMATOID ARTHRITIS | 
REPORT ON A PILOT SERIES OF CASES 


BY 


G. D. KERSLEY, M.D., F.R.C.P. 
L. MANDEL, M.B., M.R.CP. 
M. R. JEFFREY, M.B., M.LR.C.P. 
M. H. L. DESMARAIS, M.R.C.S., L.R.C.P., D.Phys.Med. 


AND 


E. BENE, M.D. | 
(From the South-west and Oxford Regional Rheumatism 
Research Unit, Royal National Hospital for Rheumatic 
Diseases, Bath) 


Insulin has been used as a “tonic” and as a method of 
increasing weight in rheumatoid arthritis for a number of 
years (Copeman, 1931). The more recent theories of the 
part played by the pituitary adrenal mechanism in this 
disease have suggested another reason for this type of 


therapy. Cannon ef al. (1924).found that insulin hypo- 


glycaemia provoked the liberation of adrenaline, and since 
then evidence has been produced which is claimed to show 
that the adrenal cortex can be stimulated in this way, 
either directly in hypophysectomized animals or indirectly 
by stimulation of the pituitary with liberated adrenaline 
(Langecker, 1928 ; Miller et al., 1941 ; Godlowski, 1947). 
It seemed that this explained the benefit obtained from 
insulin shock therapy and electric convulsion therapy 
(E.C.T.) in many mental disorders. Moreover, it had been 
noted that the combination of rheumatoid arthritis and 
epilepsy was extremely rare. On the suggestion of one 
of us (M.H.L.D.) it was decided to treat a pilot series 
of cases of active rheumatoid arthritis with insulin hypo- 
glycaemia and a second series with E.C.T., and observe 
the clinical and biochemical results. 


Methods and Techniques 


All patients were suffering from active rheumatoid 
arthritis, and in addition to insulin therapy all received the 
same basic regime of treatment, which included rest splints, 
remedial exercises, and physiotherapy. Treatment was not 
begun until patients had had two weeks’ basic physical 
treatment in hospital. 

The method used was based on the modified insulin 
technique as described by Sargant and Slater (1948). — 
Attempts were made to induce hypoglycaemic reactions 
every morning for five days each week, leaving Saturday 
and Sunday free of treatment. Treatment was carried out 
over a period of three or four weeks. A good hypo- 
glycaemic reaction was indicated by marked flushing and 
sweating, weakness, drowsiness, and tremor. The reaction 
was normally interrupted three hours after the dose of 
insulin by a meal containing 16 oz. (454 g.) of mashed 
potatoes flavoured with an egg, or other suitable breakfast 
dish, together with bread-and-butter, jam, porridge, and 
sugared tea. Only if the patient went into sopor or coma, 
or had convulsions, was hypoglycaemia interrupted earlier 
by intravenous glucose. This had to be carried out in four 
patients (Cases 21, 23, 30, 33). 

Patients were assessed clinically every week, before, 
during, and just after treatment, and also at varying 
periods after treatment was completed. The assessment 
included observations on the general feeling of well-being, 
‘mental outlook, subjective pain (including rest pain), 
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stiffness, swelling, range of movement, deep hyperalgesia, in 
addition to functional ability—e.g., ability to dress, shave, 
brush the hair, walk, use a knife and fork. Patients were 
also weighed weekly before, during, and after treatment, 
before breakfast, and after emptying the bladder and, if 
possible, bowels. 

In view of the rapid increase in weight during and the 
decrease after treatment, fluid balances were performed 
latterly before and after treatment. 

During the week before starting treatment, estimations 
of sedimentation rate (E.S.R.), haemoglobin, haematocrit, 
fasting blood sugar, and serum potassium were carried out. 
Urinary uric acid and creatinine levels were estimated on 
a 24-hour specimen in all cases and 17-ketosteroids in 8 
cases (Nos. 8, 10, 17, 18, 23, 24, 25, 26). In addition the 
basic level of circulating eosinophils was ascertained under 
strict standard conditions (see below), together with changes 
of such levels in response to injections of adrenaline and 
A.C.T.H. 

During treatment, on the first day on which the patient 
showed a good hypoglycaemic reaction, similar controlled 
estimations of eosinophil counts, serum potassium, blood 
sugar, and urinary uric acid and creatinine levels were 
carried out. The same tests were repeated during the week 
following completion of treatment. 

The “activity index” referred to in Tables I and II 
represents an attempt to give a numerical value to the 
activity of the disease. The index is derived from four 
factors—change in weight, E.S.R., haemoglobin levels, and 
degree of pain at rest. These are graded on a three-point 
scale, as explained in a previous paper (Kersley e¢ al., 
1950). 

Blood sugars were estimated by the method of Folin and 
Wu, and urinary uric acid and creatinine by Folin’s 
method. 


I 
Duration of | Min. Dose : 
Case of (Days) to Produce Clinical 
Sex Disease Effec- Hypo- i 
(Years) | Total ‘tive | (Units) glycaemia In 
1| 38F 13 10 20 Marked ++ +2 
2) 35F 13 10 32 tt 0 
3| 3IF 13 10 28 ++ +1 
53F 2 13 0 «| Nil 0 | 
5| WF 20 19 12 44 Moderate + +2 
6| 21F 1% 15 ll 32 Marked 0 +2 
7) S8F 7 9 6 24 Moderate 0 +1 
8| S4F 1% 15 11 24 arked + +4 
9| 52M q 19 17 40 ++ +3 
10| 64M 15 1 112 a 0 +1 
1| 5OM 10 19 7 108 Slight + 0 
2); 21M $ 26 10 72 M 0 +2 
3| 45M 14% 20 15 52 ++ a | 
is} am | ie | | ie 
+ 
6| 68M 19 | 10 64 Moderate} + 0 
17 | 45F 19 17 32 Marked 0 0 
8| 47F 19 17 24 ~ ++ +3 
19 | 65M 12 20 17 40 ++ +1 
20); 54M 18 20 16 48 i +2 
21 | 43F 12 20 15 20 + +1 
22 | 41 F 2 20 18 30 ++ +3 
23 | 42F 2 20 7 88 . ++ 0 
24 | 57M 20 17 48 ++ +2 
25 | 5S6F 20 12 ++ +1 
26| 583M 6 18 13 48 2° ++ +3 
27 | SOF 3k 15 13 24 ++ +2 
28 | SSF 2 15 13 24 we ++ +3 
29 | 46F 2 15 13 36 ++ +2 
++ +2 
.32| 55M | 10 19 6 108 Slight + +2 
33 | SOM a 19 16 48 Marked ++ +2 
34) 45M 1 19 12 52 Moderate + 0 
35 | 40M 14 11 48 + +2 
36 | 40F 1 13 12 24 ++ 0 
37 | 48F 14% 19 18 32 ++ +1 
38 | 21F 5 20 17 52 an ++ +1 
39| 36M | | 19 64 0 +2 
40; 38F 14 15 12 68 ” ++ +2 


. change. 


During the latter period of these observations tot 
neutral 17-ketosteroids were estimated in the urine by the 
modified method of Callow er al. (1938), where creatinin 
levels of the 24-hour urine specimens were constant. 

Serum potassium estimations were carried out by the 
method of King (1946). These tests were done befor 
treatment was started (fasting) and on the first day of 
definite clinical hypoglycaemic reaction, both at 10 a.m 
(at the height of hypoglycaemia) and at 3 p.m. (when the 
eosinopenic response was maximal). 

Circulating eosinophils were counted by the Randolph 
(1949) technique, four improved Neubauer chambers being 
used. Three o’clock was chosen for the time of the second 
eosinophil count because we ascertained by preliminary 
observations that the maximal eosinophil depression 
occurred about that time, the figure varying little between 
2 p.m. and 3.30 p.m. The count was thus made abou 
44 hours after the ending of hypoglycaemia by breakfast 
The counts are given in Table If. In addition to th 
counts observed, the 3 p.m. figure was expressed as a per 
centage of the 10 a.m. value (columns 3 and 6) ; the ratio 
of the “hypo. day” to the “control day” represents th 
true depression consequent upon hypoglycaemia. Case 
1-4 did not have an adequate control estimation ; all of 
them, however, showed considerable eosinophil depression 
after hypoglycaemia. 


Results and Observations 


Of 40 cases (17 male and 23 female) in whom treatment 
has been completed, 22 (55%—6 male and 16 female) 
showed marked clinical improvement, 9 (22.5%—6 mak 
and 3 female) showed slight clinical improvement, and $ 
(20%—4 male and 4 female) showed no significant 
One patient (Case 20) deteriorated (see Tables). 

In most cases in which there was marked clinical 
improvement, such improvement occurred after the first 
week’s treatment (shortly after a hypoglycaemic reaction 
was obtained) and continued throughout the whole course. 
Improvement was pronounced in all aspects, especially in 
general feeling of well-being and mental outlook, with los 
of malaise and increase of appetite, lessening of pains ® 
joints (including rest pain), and deep hyperalgesia. The 
general impression was that the joints of the upper limbs 
improved more than those of the lower limbs, and that 
joints more recently affected showed an earlier and more 


‘marked response than the others. 


In those patients only slightly improved, improvement 
affected some joints but not others, and the patient's cond: 
tion often varied throughout treatment. Although ther 
was frequent subjective improvement, objective change was 
not significant. 

Of the 8 patients in whom there was no change, oft 
(Case 7) had had treatment for only nine days, whe 
therapy had to be stopped because the hypoglycaemia wa 
causing her to become mentally confused and irrational; 
in another (Case 17), though the pains in the upp@ 
limbs improved very slightly, the knees flared up durin 
treatment. 

All patients showed a gain in weight. The mean initiél 
weight for men was 133 lb.—range 105-170 Ib.— (60.3 kg.; 
range 47.6-77.1 kg.) and for women was 111 lb.—rang 
78-165 Ib. (50.3 kg.; range 35.4-74.8 kg.). The meal 
increase in weight for men was 7 lb.—range 1-15 lb.—(3.! 
kg. ; range 0.45-6.8 kg.) and for women 6 lb.—range 2-11 Ib 
—(2.72 kg.; range 0.9-4.99 kg.). 

All the 22 cases showing marked clinical improvement 
had quite definite and pronounced hypoglycaemic reactions 
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clinically. Of the 9 cases which had slight clinical improve- values 44 hours later in all cases. In 34 cases the potassium 
ms total ment, 4 had marked, 3 had moderate, and 2 had slight level was lowered during hypoglycaemia by amounts 
. by the hypoglycaemic reactions. Of the 8 cases which showed no ranging from 0.8 to 9.4 mg./100 ml.; in one case the 
reatinine § <ionificant clinical change, 5 had marked, 2 had moderate, value was unaltered and in another case it rose by 3.3 mg. 
stant. and 1 had no hypoglycaemic reaction. (Cases 34 and 20 respectively). In the cases showing a fall 
t by the Of the 22 cases which showed pronounced clinical the mean control value was 19.8 mg. and the hypoglycaemic 
© befor § improvement, 15 had had the disease for three years or value 15.9 mg., the mean fall being 3.9 mg./100 ml. (20%). 
day of jess and 7 for over three years. Those patients with slight The lowest figure recorded was 13.0 mg. 
es a.m 8 or no clinical improvement fell equally into these two At the time of maximal eosinopenia (3 p.m.) the mean 
vhen guration groups. potassium level had risen to 20.9 mg.—i.e., 1.1 mg. above 
: There was no obvious change in the sedimentation rates the control value. Some increase above the hypoglycaemic 
andolph# during treatment. level was present in every case: in 13 cases the control 
rs being Of 39 cases, 14 (36%) showed an increase of more than value was exceeded by more than 1 mg./100 ml., the 
liminay 1 g./100 ml. Hb, 3 a decrease of more than 1 g./100 ml., “highest figure recorded being 27.5 mg. 
pression TABLE II 
between 
le about Eosinophils Potassium Sugar FA 
to the am. |3 p.m. | 10 am. |3 p.m. ston | Con- Fasting Test | | Ratio |Change*| Activity 
IS per 100— | trol | 10am.| 3pm 2 Index 
he ratio a) Q) (4) (Ss) © x= < 
Cases 3} — 78 40 | Si 188 | 163 | 19-8 83 52 | Pos. 0 ++ | +41 
4| — — — 190 30 16 216 | 17-0 16 95 60 | Neg. + 0 
pressionf §| | "So | | tos 33 | 31 | 123 | 151 | 90 | 99 | @ | | = 0 | 44 
8| 139 155 | 83 228 10 4 95 221 | 158 | 223 | 100 50 | Neg. _ 0 + +4 
9| 450 | 455 | 101 461 61 13 97 20-2 | 157 | 205 90 52. | D. pos.| — 0 ++ | +43 
10| 83 161 | 194 | “195 178 | 96 $2 198 | 189 | 24-7 95 77 -. — 0 0 +1 
il | 305 322 | 106 | 250 51 20 81 21:3 | 169 | 27-5 95 43 | Neg. _ 0 + 0 
12| 78 95 | 122 530 | 22 | 44 64 — 100 44 + 0 +2 
eatment# 13| 100 155 | 155 155 22 14 91 23:7 | 143 | 19-2 86 42 | Pos. | Pos. 0 ++ | -1 
14} 272 | 239 | 388 300 122 37 58 190 | 162 | 187 | 100 44 | Neg. — + ++ | -1 
female) 15 | 172 94 55 211 144 68 | +23 19-5 15-9 19-8 95 50 * Pos. + 0 +2 
6 make '6| 245 165 | 67 255 110 | 43 36 165 | 135 | 166 90 38 » | D.pos.| + + 0 
17| 39 50 | 128 45 17 38 70 164 | 147 | 168 38 » | Pos. + 0 0 
, and 8B 18| 161 217 | 135 167 28 17 87 185 | 136 | 181 83 66 — | Neg. + ++ | +3 
: 19} 83 110 | 132 28 155 | 43 67 21-7 | 209 | 23-7 95 — | Neg. = 0 ++ | 41 
Tables.f 4 | 6 | 138 | 50 | 22 | 44 | 68 | 196 | 152 | 208] 83 | a2 | | + | oe] 
clinical 2| 39 94 | 242 317 111 35 86 200 | 156 | 161 62 44 | Pos. _ 0 ae 0 
ihe %| 70 190 | 272 | 415 185 | 45 83 203 | 154 | 21-9 | 116 — | Pos. = 0 ++ | +43 
reaction 67 61 7 17 22 76 21-0 | 170 | 19-5 80 68 | D.pos.| — 0 ++ | 42 
cours. | .56 83 | 148 | 222 28 12 92 20-0 | 146 | 20-7 80 40 » | Pos. 0 ++ | 43 
; ' 29| 289 | 445 | 154 545 330 | 61 60 20-4 | 160 | 186 86 43 | Pos. — 0 ++ | 42 
vith loss 32| 378 372 98 33 50 | 152 | +55 — — — 74 — | Neg. | Neg. 0 + +2 
pains ing 33| 144 167 | 116 100 67 | 67 42 21-0 | 185 | 21-4 72 46 - = 0 ++ | 42 
a 36} 78 105 | 135 33 28 | 85 37 18-0 | 145 | 178 80 47 | Neg. =- + ++ 0 
r limbs— 189 150 | 80 72 44 61 24 21-7 | 17-4 | 222 82 28 ++ | +41 
nd that 38| .17 22 | 129 55 9 | 15 88 17-4 | 162 | 184 | 80 47 | Pos. _ + ++ | +1 
39 | 133 183 | 138 44 22 | 50 64 175 | 147 | 18-2 66 58 0 +2 
d mor— 4! 111 100 | 90 167 22 13 86 188 | 130 | 183 80 38 | Neg. _ 0 ++ | 42 
yvemeni U.A./Cr. ratio: 0 = Unchanged; + = Increased. * Brought forward from Table I. 
scond+§ and 22 a change of less than 1 g./100 ml. No consistent Lowering of the fasting blood sugar level, by amounts 
h ther significant alteration was observed between the haemo-_ ranging from 12 to 66% of that level, was achieved in all 
nge WHE globin levels estimated at maximum hypoglycaemia and of the 36 cases examined. Contrary to expectations, little 
44 hours later. correlation was apparent between the degree of eosinophil 
ge, om As these cases were not under continuous treatment in depression and either the percentage depression of blood 
» whe a metabolic ward, it was considered that any change in the sugar relative to the fasting value or the absolute values 
nia W8§ urinary uric-acid/creatinine ratio of less than 40% might for blood sugar obtaining during hypoglycaemia. 
tional; § be fallacious. Only 11 cases (27.5%) had an increase of A wide variation in susceptibility both to the hypo- 
| Upp®# more than 40% during the course of treatment. Of these glycaemic action of insulin and to the eosinopenic action 
durigg 11 cases, 8 had marked clinical improvement. of hypoglycaemia was apparent. In Case 37, for example, 
_& Satisfactory total neutral 17-ketosteroid estimations were a fall in the blood sugar from 82 to 28 mg./100 mi.—a 
1 initil } made in only 8 cases, which is obviously an insufficient drop of 66%—produced only a 24% reduction in eosino- 
).3kg;§ number from which to draw conclusions ; but it is perhaps phils whereas in Case 27 a fall in blood sugar from 
—rang§ of interest that those cases which showed clinical improve- 80 to 68 mg./100 ml. produced an eosinophil depression 
> meal§ ment had either a reduction or no change in ketosteroid of 76%. ’ 
—(3.11 levels. Of the 36 adequately controlled cases, 34 showed a 
2-11 Ib The most striking biochemical result of all these investi- depression of eosinophils following hypoglycaemia ; 26 
gations was the almost constant decrease in serum potas- of these had decreased by 50%.and 15 by more than 75% 
verneml§ sium levels during hypoglycaemia and an increase in these at the 3 p.m. count. 
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Comparison of the 10 a.m. figures for control and 
“ hypo.” days showed that there was no consistent change 
in eosinophils during hypoglycaemia. 

Of the two patients who failed to show any depression 
of eosinophils, one (Case 32) never had a good hypo- 
glycaemic reaction clinically, although his insulin dosage 
was raised to 116 units. Nevertheless, on the last day of 
treatment his eosinophils did in fact fall from 483 at 10 a.m. 
to 211 at 3 p.m.—a true depression of 55%. Unfortunately, 
the blood sugar was not estimated. The other patient 
(Case 15) showed a considerable spontaneous decrease of 
eosinophils during the control day, a decrease materially 
unaltered by clinically adequate hypoglycaemic reactions. 
Case 32 showed only very slight clinical improvement, and 
Case 15 none whatever. 


The Adrenaline Test 


The effect upon circulating eosinophils of 0.3 mg. of 
adrenaline hydrochloride, given subcutaneously in the front 
of the forearm, was estimated by comparing the change 
produced after four hours in the number of eosinophils 
with that occurring spontaneously over a similar period 
on a previous contro] day. 

The patient remained in bed until the completion of the 
test. A normal breakfast was given at about 7.30 a.m. 
and then no food until lunch at 12.30 p.m. Eosinophils 
were counted at 12 noon and again four hours later, the 
adrenaline injection being given immediately after the first 
eosinophil count on the appropriate day. The 4 p.m. 
figures were expressed as a percentage of the 12 noon 
value, comparison of these percentages revealing as change 
produced by adrenaline. 

Thirty-nine cases were tested in this way, the results 
being as follows: 


Eosinophil depression >50% 30-49% <w% 
Men (17 cases) 7 2 8 
Women (22 cases) .. 6 5 il 


Thus half of both the male and the female cases showed 
an insignificant change (leading article, Lancet, 1950, 1, 
1042), about one-third gave the response stated to be 
normal by Recant ef al. (1950), and the remainder showed 
a distinct but less than normal depression. 

Of the 22 patients showing marke@ clinical improvement, 
21 had an adrenaline test performed before therapy was insti- 
tuted. Of these, 8 showed a positive reaction (eosinophil 
depression >50%), 9 showed a negative reaction (eosinophil 
depression <30%), and 4 showed a doubtful positive reaction 
(eosinophil depression 30-49%). Of the 9 patients showing 
a slight clinical improvement and the 8 patients showing no 
change, 4 had a positive reaction, 10 a negative reaction, and 
3 a doubtful reaction. The patient who deteriorated had a 
positive reaction. There does not seem to be a correlation, 
therefore, between the adrenaline test results and the degree of 
clinical improvement. 

The eosinophil count varies very considerably in the 
same person from day to day and in the course of the day, 
and we are well aware that a procedure involving only 
one control and one test day cannot be highly accurate. 
It was hoped, however, that this relatively crude test would 
prove of value in distinguishing those patients who would 
respond well to therapeutic hypoglycaemia, but it has not 
done so. Furthermore, no correlation was found between 
the adrenaline test and any of the laboratory tests carried 
out. 

There is a suggestion that the cases giving a negative 
adrenaline reaction show a smaller increase in weight and 
that a smaller proportion of them achieve a satisfactory 


depression of eosinophils than occurs in the adrenaline 
positive cases, but the test certainly does not decide whi 
patients will respond well to insulin therapy. 


A.C.T.H. Test 


The effect of A.C.T.H. upon circulating eosinophils was 
estimated in 10 patients before treatment, the conduct an 
timing of the test being exactly the same as for th 
adrenaline test except that a dose of 12.5 mg. A.C.T.H 
was injected intramuscularly after the first eosinophil 
count. This small dose was used partly to stretch ow 
supply to its maximum, but also to ascertain whether any 
considerable variation in individual susceptibility to th 
eosinophil-depressing action occurred, and, if so, whethe 
the “sensitive” group would respond better to insulis 
therapy than the insensitive. 

‘Of the 10 patients tested, 6 showed a depression of 50% 
or more of circulating eosinophils after four hours (d 
these, 4 had a marked clinical improvement and 2 showed 
no clinical change) ; 2 a depression between 30 and 50% 
(both these patients showed only slight clinical improve 
ment), and 2 no significant change (one with marked ané 
one with slight clinical improvement). One of the case 
with a negative A.C.T.H. reaction and both casts with 4 
doubtful positive had negative adrenaline reactions ; the 
other negative A.C.T.H. case did not, unfortunately, have 
an adrenaline test. Of the 6 showing positive A.C.T.H 
reactions 3 cases had negative, 1 case had a doubtful posi 
tive, and 2 cases had a positive adrenaline reaction. 

From the above it is obvious that our results show no 
correlation between the adrenaline and A.C.T.H. reactions 
or between either of these and the clinical progress of the 
cases. 


Clinical Follow-up of Patients th 

Of the 40 patients, up to date 25 have been followed up m, 
for periods varying from four weeks to four months. tai 
Of those showing marked clinical improvement (16 of the im 


25), 10 (Cases 1, 13, 14, 18, 19, 23, 24, 25, 27, 29) main # ™ 
tained their improvement for four to six weeks after com “t 
pletion of treatment. The remaining six (Cases 2, 3, 9, 268 “‘ 
28, 31) relapsed after periods varying from two to five - 


weeks after completion. Of these, Case 2 was given & 
second course of insulin lasting one week, 13 weeks after ® ;, 


the first course, with slight improvement only. In the§ ch, 
following week she was given one dose of insulin with 
little change, and shortly after this she developed gastro- 
enteritis followed by attacks of spontaneous hypoglycaemia, § ™ 
during which time her arthritis again improved. This case § ™ 
will be the subject of a further communication later. - 
Of those showing slight clinical improvement (5 of the 
23), 3 patients (5, 11, 21) maintained their improvement § °° 
for five weeks, whereas 2 patients (8, 16) relapsed within 
two weeks of the completion of treatment. 
Further clinical follow-ups are proceeding. 
of 
‘Electric Convulsion Therapy do 
Altogether 11 patients were treated with electric com § '™ 
vulsion therapy combined with curare. The technique § '™ 
employed was, after premedication with morphine and § 4 
atropine, to give 0.5 g. of thiopentone sodium combined § “ 
with, or followed immediately by, 2 mg. of D-tubocurarine § * 
chloride per stone (5.2 kg.) body weight, intravenously. After tre 
an interval of 2-24 minutes an electric shock was given in 4 th 
dose of 120 or 130 volts for 0.3 second. In 4 patients, as of 
a control, the above technique was used; omitting the actual be 


electric shock in the first instance. 
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In 2 cases only one shock was given. In one there was 
no significant change, but in the other there was considerable 
improvement in the patient’s general feeling of well-being and 
mental outlook, together with reduction of pains in his joints, 
especially the feet. He could walk without pain and could 
stand on his toes, a thing he had been unable to do for the 
past 18 months. This improvement was noted on the evening 
of the day of therapy and lasted for three weeks, but then his 
symptoms recurred. 

In 2 cases two shocks were given at an interval of five 
days. In one there was no significant change; the other 
improved shortly after the first shock, only to relapse again 
after three days, and after the second shock there was con- 
siderable deterioration in the patient’s condition in all aspects. 

In 1 case three shocks were given at weekly intervals. 


Considerable improvement was noted on recovery from the 


shock, and this lasted six days. After the second shock there 
was again improvement, but much less in degree and lasting 
only three days. No significant change occurred after the 
third shock. : 

In 2 cases two shocks were given at an interval of five 
days, followed by six more shocks on alternate days over a 
period of two weeks. One of these cases improved after the 
first and second shocks, relapse occurring in each instance after 
24 hours. After the remaining shocks, however, the patient 
showed progressive slight improvement of the pains in the 
joints of the upper limbs, but those in the knees remained 
unchanged. The improvement noted after completing the 
course of E.C.T. continued for the next three and a half months, 
with a slight temporary relapse about six weeks after com- 
pletion of treatment. The other patient also improved after 
the first and second shocks, relapsing in each instance after 
three to four days. Again after the remaining shocks the 
patient progressively improved, with no relapse, regarding both 
her general health and the pains and stiffness. This improve- 
ment had lasted 10 weeks when she was last seen. 

In 3 cases eizht shocks were given on alternate days over 
a period of three weeks following one control. In one patient 
there was no significant change; in another, slight improve- 
ment was seen after the last three shocks, but this was main- 
tained for only two weeks; the third patient progressively 
improved throughout treatment and continued to do so even 
more significantly during the next two months, at the end of 
which time the patient was symptomless and felt extremely 
well generally, with minimal physical signs. 

In 1 case six shocks were given on alternate days over a 
period of two weeks following one control. Treatment was not 
continued, because of the development of thrombophlebitis 
pth the arm vein. This patient showed no significant clinical 
change. 


Thus of all the 11 patients treated with E.C.T., 3 showed 
marked clinical improvement, 3 slight clinical improve- 
ment, and 5 no significant clinical change. The average 
number of shocks given was five. 

No significant drop in the number of circulating 
eosinophils was observed five hours after E.C.T. 


Discussion 


Arising out of our findings there are a few points worthy 
of some discussion. Although it was recognized that small 
doses of insulin had been used for many years for increas- 
ing weight, the constancy, magnitude, and rapidity of the 
increase with the larger doses employed in this series were 
quite remarkable. This increase was observed even in the 
Worst cases, which had been deteriorating continuously for 
a year or more in spite of all treatment, including gold, 
transfusions, etc. Obviously the psychological effect of 
this weight increase must be considered in the assessment 
of subjective improvement. In the week after treatment 
was discontinued about half the cases showed a loss of 
part of the weight gained. In view of this, fluid balances 


were charted for the week before and the week after treat- 
ment in the last 14 cases treated. During treatment the 
hypoglycaemic sweats made any balancing of intake against 
urinary output quite useless. Even without obvious sweat- 
ing it was realized that the results might be fallacious, as 
borne out by Talbott’s (1943) observations on a paradoxical 
increase in weight coupled with diuresis in certain phases 
of gout, explained by him as due to changes in insensible 
perspiration. It was thought, however, that even this 
rough test might give some evidence whether water reten- 
tion played any part in the very rapid changes in weight. 
Before receiving insulin treatment all the patients except 
one showed a positive fluid balance, whereas after treat- 
ment 10 of the cases showed a negative and only 4 a posi- 
tive fluid balance. Of the 10 showing a negative fluid 
balance 6 had a loss in weight of 1-3 lb. (0.45-1.36 kg.), 
3 had a gain in weight of 1 lb., and in one the weight did 
not change in the week following treatment (Table III). 
Observations on fluid balance are continuing. 


III].—Fluid Balance Chart 


| 4 
Pre-Insulin Post-Insulin <€2 
(fl. oz.) (fl. oz) ~ 
228 | 
No. as = 
*Intake | Output| Diff. /*Intake|Output| Diff. | 
27| 596 | 558 |. +38 | 67-1 | 661 | +10] +7 | —1| +4 
66-2 | 57-2 | +90 | 708 | 768 | -60] +9 | -1] +4 
448 | 420 | +28 | 509 | 575 | -66] 411 | -1| +4 
30 | 52-4 | 554 | -10] 560 | 564 | +9 | 41] + 
31,| 58-4 | 520 | +64 | 703 | 720 | -1-7| 49 | -1] ++ 
32 | 65-0 | 61-7 | | 540 | 554 | -1-4 |] 46 | -2] + 
33 | 59-0 | 46-4 | +126 | 620 | 623 | -03 | +6 ++ 
34] 53-8 | 220 | +31-8-] 563 | 420 | +143 | +5 | -1] + 
35 | | 500 | +64 | 646 | 75-1 | —10-5 | +13 | —3] + 
36 | 484 | 428°) +56 | 450 | 433 | 41-7 | 45 | 41] +4 
37 | 444 | 41-6 | +28 | 503 | 51-4 | | 49 | 41) +4 
38 | 440 | 402 | | 44-2 | 473 | 47 | +4 
39 | 41-8 | 388 | +30 | 55-7 | 537 | +20] +7 | -1] 0 
40 | 45-7 | 450 | +07 | 454 | 488 | -34 | 47 | 41] +4 


One fluid ounce.= 28-4 ml. One pound = 0.37kg. * Average daily figure. 


In spite of the high percentage of cases that showed 
marked clinical improvement, usually starting in the first 
week, there were no consistent changes in the E.S.R. during 
the period of observation. This is not in conformity with 
the findings of Godlowski (1949) in his single case. 

The uric acid excretion was significantly increased in 
only 11 cases, but thiseis not surprising in view of the com- 
paratively small average increase in uric acid found by 
Sprague et al. (1950) even on administration of 200 mg. of 
cortisone. 

The changes 1n the serum potassium were the most con- 
stant of all the biochemical findings in our series. The 
reduction of potassium at the height of hypoglycaemia is 
well recognized (Cantarow and Trumper, 1945), but the 
rise 44 hours later, at the point of eosinopenia, is worthy 
of notice. Sprague found that a drop in potassium was 
the most constant biochemical finding of any in treatment 
with cortusone or A.C.T.H. 

The absence of correlation of eosinopenia with clinical 
progress is of interest, as is the-constancy of the fall of 
eosinophils with insulin but absence of change with E.C.T. 
The suggestion that insulin hypoglycaemia acts by stimu- 
lation of the pituitary through the production of adrenaline 
is borne out neither by the response of the patients to 
adrenaline—which showed little correlation with their 
response to insulin—nor by our previous indifferent results 
when 5 cases of rheumatoid arthritis were treated with 
adrenaline in oil (unpublished). It seems, however, that 
direct stimulation of the adrenal cortex, as has been shown 
to occur in hypophysectomized animals, is more likely ; - 
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or the synergic action of insulin and endogenous cortisone 
may be a factor in our results (Henderson ef al., 1950). 


It is stressed that the use of insulin hypoglycaemia should 
not be looked upon, at all events at present, as a new treat- 
ment for rheumatoid arthritis. This is only a report on a 
pilot series of cases, which require further control and 
follow-up. Further information is being sought on such 
problems as potassium excretion, fluid retention, correla- 
tion of results with A.C.T.H.-sensitivity, and the value of 
intermittent treatment. 


Summary 


Forty cases of active rheumatoid arthritis have been treated 
five times weekly for either three or four weeks with insulin 
hypoglycaemia. 

Twenty-two of these cases showed marked clinical improve- 
ment, nine slight improvement, eight no change, and one 
deteriorated. 

Ten maintained their marked 
moderate improvement six weeks 
treatment. 

In cases showing definite improvement, this usually began 
within a week of starting treatment. 

All cases increased in weight, some remarkably. 

The serum potassium was lowered in 34 out of 36 cases at 
the height of hypoglycaemia, and had risen. again in all cases 
four and a half hours later, at the time of maximal eosinopenia 
—in 13 significantly above the control value. 

Urinary uric acid excretion was significantly raised in 11 cases 
during treatment, but there was no increase in the neutral 17- 
ketosteroids in the eight cases in which these were estimated. 

The sedimentation rate was not significantly changed., 

Fourteen cases showed an increase and three a decrease of 
more than 1 g./100 ml. in haemoglobin. : 

Thirty-four cases showed a significant fall in circulating 
eosinophils four and a half hours after maximal hypo- 
glycaemia. There was no marked correlation, however, 
between the degree of fall and the degree of hypoglycaemia 
or the clinical improvement. There was very little correla- 
tion between the eosinophil depression produced by adrenaline 
or A.C.T.H. and either the clinical response or the degree of 
eosinopenia following hypoglycaemia. 

Eleven cases were treated by E.C.T. with an average of five 
shocks each. Three showed marked improvement, three slight 
improvement, and five no change. 

No significant fall of eosinophils was found as the result of 
electric convulsion therapy. 


We would like to thank Dr. Tyndall, of Messrs. Organon, Ltd., 
and the Medical Research Council for donations of A.C.T.H., the 
Empire Rheumatism Council for financial assistance in laboratory 
expenses, and Drs. J. B. Bennett, T. Northover, R. Pearson, L. Scott 
White, and J. Thoresby for their help and suggestions; also the 
nursing and secretarial staff of the unit. 
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INSULIN AND E.C.T. IN RHEUMATOID ARTHRITIS 


THE EFFECT OF CORTISONE ON TH 
CARDIOGRAM IN CHRONIC. ADRENAL 
INSUFFICIENCY* 


BY 


WALTER SOMERVILLE, M.D., M.R.C.P. 
Senior Registrar, Cardiographic Department, Middlesex 
Hospital ; formerly Assistant in Medicine, Peter Bent 
Brigham Hospital, Boston, U.S.A. 


The beneficial effects of cortisone (17-hydroxy-11-dehydr 
corticosterone) on chronic adrenal insufficiency (Tho 
Bayles, Massell, Forsham, Hill, Smith, and Warren, 194 
suggested that the cardiovascular system, which is of 
involved in this condition, might take part in the improv 
ment. In a typical and severe case the heart is small 
than normal, the blood pressure lower, and the cardio 
gram shows non-specific abnormalities. These are, in orde 
of frequency, abnormally flat or inverted T waves, pro 
longed QT interval, low voltage, prolonged PR or QRS 
interval, and depressed ST segment. On the other hand 
the cardiovascular system, including the cardiogram, may 
be normal (Somerville and Levine, 1950). 


Present Series 


This series comprises 11 patients (3 males and 8 females) 
with proved chronic adrenal insufficiency treated with 
cortisone under the direction of Dr. George W. Thorn. 
The ages ranged between 14 and 55 years. All had been 
treated previously with replacement therapy for periods of 
2-28 years (average 9 years). 
patients showed one or more of the abnormalities men- 
tioned above. In five instances the cardiograms were 
normal. The clinical and metabolic changes following 
cortisone therapy in these patients have been reported else- 
where (Thorn, Forsham, Bennett, Roche, Reiss, Slessor, 
Flink, and Somerville, 1949). 

Cortisone was given by intramuscular injection in total 
doses of 163 to 850 mg. over periods of 5 to 18 days. In 
three instances cortisone pellets were implanted sub 
cutaneously and the dosage was estimated from the pre 
determined rate of absorption of the pellets. Several of 


Table showing changes Occurring in the Cardiogram during 
Cortisone Therapy 


Cortisone Cardiogram ‘ 
Cove Period 
No. of Low | Prolonged | De- Ab- Result 
Vol- pressed| normal 
(mg.)! Admin. ST 
(Days) tage | pr | QT 
1 | 800; 18 Before ++ | Improved 
After 
9 300 27 Before + ” 
After 
22 163 36 Before + + ++ ” 
After + 
28 | 533/| 19 Before + ++ » 
After 
6 | 290; 17 Before + + + ++ | Unchanged 
See + + ++ 
note 
After + ++ 
12 | 375 9 Normal before and after 
15 | 276 9 ” ” ” ” 
49 275 a ” ” ” ” 
65a | 850 5 ” ” ” ” 
71 200 5 ” ” ” ” 


Note.—Abnormalities persisting after cortisone have been, in , residue 


* From the Medical Clinic of the Peter Bent Brigham Hospital 
- - Department of Medicine, Harvard Medical School, Boston, 
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Changes in blood pressure were not remarkable. In 
two patients thete was a slight increase. No significant 
alterativua was noted in the remainder. 


Discussion 


the patients were given additional replacement therapy in 
small amounts, but from previous experience with such 
measures in these patients no effect was expected on the 
cardiovascular system. 


Results 


The changes noted in the cardiogram during cortisone 
therapy are summarized in the Table. Four of the six 
abnormal cardiograms improved and two were unchanged. 


The nature of the changes in the cardiovascular system 
in chronic adrenal insufficiency which give rise to the 
abnormal cardiogram is unknown. Thorn, Dorrance, and 
Day (1942) suggested that deficiency of adrenocortical 


carbohydrate-regulating factors might be responsible, since 


Improvement was represented by flat or inverted T waves 
the cardiogram is usually 


abnormal in those patients 


In Case 28 the corrected QT interval, and in Case 


becoming upright (see Fig.); shortening of a prolonged 
PR interval (one case) or QT (corrected) interval (one case). 
The five normal cardiograms were unchanged. 

The duration of the cardiographic improvement after 
cortisone is uncertain. In one patient the cardiogram had 
partly regressed towards its original abnormal state two 
months after cortisone was discontinued. Throughout the 
observation period and for several weeks before cortisone 
was given this patient had been receiving small supportive 
doses of “ percorten.” In two other patients treated with 
cortisone pellets inserted subcutaneously the improvement 
was still present after two to five months. 

The heart size, expressed in terms, of the transverse 
diameter determined radiologically, was measured in six 
patients before and after cortisone therapy. In four the 
size of the heart increased, in one (normal at the beginning 
of treatment) it decreased, and in one it was unchanged. 
In no instance was the size increased beyond normal, and 
in general the greatest increase was observed in those 
patients in whom the heart size was smallest when corti- 
sone therapy was instituted. 


(Thonl cease Nool sa Case No. 283 a No.22¢35 who are urable to fast for 
en, 194! 24 hours without a steady 
is ofl | fall in blood-sugar levels or 
:~ actions. Cortisone and 
other 11, 17-oxysteroids 
are the most active carbo- 
‘ cortical steroids, and their 
threshold at which hypo- 
ovF glycaemic symptoms occur 
(Thorn, Koepf, Lewis, and 
Olsen, 1940). The improve- 
ve ment in four of the six 
-abnormal cardiograms in 
va the present series may be 
thus explained in part. Yet 
v4 normal cardiograms may be 
oe Tee found in many patients with 
VE chronic adrenal insufficiency 
es in whom deficiency of 
VO adrenocortical carbohydrate- 
regulating steroids may be 
demonstrated by the eosin- 
ophil reaction the 
A.C.T.H. test described by 
Thorn, Forsham, Prunty, 
’ i and Hills (1948). Therefore 
i sub BEFORE AFTER. BEFORE AFTER BEFORE AFTER other factors must exist 
1e pre which lead to cardiographic 
eral of CORTISONE CORTISONE s33™¢ CORTISONE abnormalities and which are 
luring After corusone, the | waves are less inverted or upright, 


known. 

An increase in heart size following cortisone therapy is 
in itself unlikely to account for the cardiographic improve- 
ment. The incidence of normal and abnormal cardio- 
grams was almost identical whether the heart size was 
normal, above normal, or below normal in 131 observa- 
tions on 71 patients with chronic adrenal insufficiency 
(Somerville and Levine, 1950). 

Perera et al. (1950) remarked on slight improvement in 
the cardiogram of a single patient with chronic adrenal 
insufficiency treated with 400 mg. of cortisone over a period 
of five days. Commenting on the small increase in blood 
pressure which they noted, these authors suggested that 
cortisone may act as a pressor substance in the absence 
of the adrenal cortex. In the present series cardiographic 
improvement occurred without changes in blood pressure. 

Abnormal cardiograms recorded in acute rheumatic 
fever have reverted to normal in the course of cortisone 
therapy. Hench, Slocumb, Barnes, Smith, Polley, and 
Kendall (1949) have described instances in which pro- 
longed PR intervals, ST segment deviation, and abnormal 
T waves returned to normal 7-26 days after the beginning 
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of cortisone therapy. No remarkable effects were noted 
by these workers on heart size or blood pressure, but in 
three cases tachycardia was replaced by bradycardia. The 
dosages of cortisone used were considerably greater than 
in the present series ; on reducing the daily dosage from 
200 mg. to 100 mg. the heart rate increased to normal 
levels. Hench and his associates offered no explanation 
of the cardiovascular action of cortisone. 


Summary 


Cortisone was administered to 11 patients (3 males and 8 
females) with chronic adrenal insufficiency. 

The drug was given by intramuscular injection or pellet 
implantation in doces of 163 to 850 mg. over 5 to 18 days. 

All patients had been treated previously by various forms 
of replacement therapy. 

The cardiograms in six of the patients showed the abnor- 
malities often encountered in chronic adrenal insufficiency— 
namely, abnormal T waves or prolonged PR or QT intervals. 
In the remaining five patients the cardiograms were normal. 

After cortisone therapy four of the six abnormal cardio- 
grams improved, and two were .unchanged. No effect was 
noted in the five normal cardiograms. The improvement was 
still present in one patient five months after the treatment was 
stopped. In two others in whom cortisone pellets had been 
implanted cardiographic improvement was maintained over 
a two-months observation period. The cardiogram in one 
patient had partly regressed two months after cortisone was 
suspended. 

The way in which cortisone influences the cardiogram in 
chronic adrenal insufficiency is unknown. 


This study was aided in part by a grant from the National Heart 
Institute, United States Public Health Service (Grant No. H-446). 
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The Ministry of Health has advised local authorities to make 


certain changes in the record cards for diphtheria immunization — 


and vaccination. The Ministry suggests that the cards should 
be of postcard size with the address to which they are to be 
sent printed on the reverse. Immunization cards should be 
white and vaccination cards green. Some local health authori- 
ties have included on the cards a form of consent to be signed 
by the parent or guardian. This appears to be unnecessary 
where the vaccination or immunization is done by a practitioner 
at the instance of the parents in the ordinary course of his prac- 
tice, and the Minister feels that it should be omitted. Other 
arrangements should be made when formal consent may be 
required fur inoculations done at a local health authority centre. 
Among other changes suggested is a provision on the new card 
for the practitioner simply to indicate whether any unusual or 
general reaction or other sequelae to vaccination have occurred. 
Practititioners should be allowed to use rubber stamps in giving 
their name and address on the cards. 


FURTHER OBSERVATIONS ON THE AGE 
OF THE MENARCHE 


BY 


DAGMAR C. WILSON, M.D., M.R.C.P., F.R.C.O.G. 
D.P.H. 


(From the Laboratory of Human Nutrition, University of 
Oxford) 


AND 


IAN SUTHERLAND, M.A., D.Phil. 
(From the Institute of Social Medicine, Oxford) 


In an earlier paper (Wilson and Sutherland, 1949) data 
collected from nine secondary schools in Oxford and 
Oxfordshire were used to study the onset of menstruation 
in relation to height and weight. In the first part of the 
present paper an analysis similar to the earlier one is made 
for seven schools elsewhere in the South of England, and 
the two sets of findings are compared. In the second part, 
serial records of height and weight, kept as a routine by 
two schools, are studied to see what information they give 
of growth processes in the adolescent girl. 


First Investigation | 

The new data were obtained from five day schools and 
one boarding-school in Dorset and from one day school 
in Essex. The information consists of the ages, heights, 
and weights of 1,707 girls attending these schools in the 
summer term of 1949, together with a record of whether 
or not menstrual periods had started. Similar data were 
available for comparative purposes for 1,284 girls attend- 
ing eight schools in Oxford and Oxfordshire in the autumn 
term of 1948.* In the case of children whose menstrual 
periods had already begun, the age at the menarche was 
also requested. But since it is possible to determine the 
average age of the menarche withvut using this extra 
information (which may not be fully reliable), it has been 
necessary to use it in only one analysis (Table III). In both 
surveys, children attending day schools were excluded if 
they had not been resident in the area for at least three 
years preceding the menarche or the date of the inquiry, 
whichever occurred earlier. 


Age of the Menarche 

A criticism of most studies relating to this subject is 
that they depend upon the girl’s memory of her age at 
the menarche, and experience has shown that this cannot 
be wholly trusted even a short while after the event. A 
close examination of our data for Oxford and Oxfordshire 
shows certain discrepancies which may well be due to faulty 
memory. For this reason a different method of calculating 
the average age of the menarche, known technically as 
probit analysis, has been adopted. It can be used when, 
as in this instance, the age-range of the girls questioned 
is the same as that in which menstrual periods usually begin 
—namely, 9 to 18 years. Only two pieces of information 
are required from each girl—her present age and whether 
or not her periods have started—and these can both be 
recorded with a high degree of reliability. — 

Table I summarizes the findings concerning the age of 
the menarche in five groups of schools. In the day schools 
in Essex and in Dorset the average age of the menarche 
was 13.4 years, in the Oxford and Oxfordshire schools 


*Information from one of the nine schools previously studied had 
to Be a because it related only to those girls who had attained 
men ‘ 
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TABLE I.—Average Age of the Menarche in Four Groups of Schools 
(Calculated by Probit Analysis) 


Mean Age of Standard 
Group of No. of | No.of {| Menarche (Years), | Deviation of Age 
Schools Schools | Children with Standard of Mena 
Error (Years) 
Dorast (day) 5 1,151 13-38 + 0-05 1-14 
Essex (day. 1 155 13-38 + 0°14 1-04 
Oxford and Oxon 
(day) 8 1,284 13-61 + 0-05 1-26 - 
(boarding) 1 401 13-89 + 0-11 1-13 
All day schools .. 14 2,590 13-490+ 0-037 1-191 


it was 13.6 years, and in the Dorset boarding-school 
13.9 years. The differences in mean age are slight, but 
statistically significant. The standard deviations range 
from 1.04 years to 1.26 years, but these variations are 
unimportant. Since the girls at the boarding-school repre- 
sent the children of well-to-do parents, these findings 
suggest that there may be a relationship between sexual 
maturity and social background. : 

It is of interest to mention also that the data from each 
group of schools are consistent with the hypothesis that 
the age of the menarche follows a “normal” frequency 
distribution ; this finding is a by-product of the probit 
analysis. This is true in particular of all the day-school 
girls, 2,590 in number, for whom the mean age at the 
menarche was 13.49 years, with a standard deviation of 
1.19 years.. In view of the large experience upon which 
these figures are based, they can probably be regarded as 
a reliable standard for day-school girls in the South of 
England. This standard indicates, for example, that only 
one girl in a hundred will menstruate for the first time 
before the age of 10 years 9 months, and only one ina 


AGE IN YEARS. 


Graph showing percentage of girls who at a given age have attained 
the menarche (standard based on 2,590 girls). 


PERCENTAGE 


hundred after the age of 16 years 3 months. The Graph 
presents this standard experience in the form of a curve, 
which shows at each age the percentage of girls who have 
attained the menarche. 


Height and Weight 
The girls were divided into those who had already passed 
the menarche and those who had not, and were then sub- 
divided by age. Table II presents the mean heights and 


weights in the various schools for six of the resultant groups 


of children. Several important points emerge. 

In the first place the figures for the 13-year-old girls in 
the middle of the table indicate that in each group of 
schools height and weight are substantially greater among 
those who have attained the menarche than among those 


TaBLe II.—Mean Heights and ae of Certain Groups of 


Schoolgir. 
when No. of Mean Mean 
easured Group of Schools Girls Height wae 
(Years) (in.) (Ib.) 
_ Girls who had not passed the menarche 

11- Dorset (day) 66 57-9 84-3 
Essex 18 58-1 ~ 87-3 

Oxford and Oxon 158 58-0 84-3 

Dorset (boarding) 8 60-9 93-8 

12- Dorset (day) 193 59-1 87-7 

Essex 25 60-0 94-1 

Oxford and Oxon 220 59-4 87-2 

Dorset (boarding) 33 60-3 96-1 

13- Dorset (day) 112 60-7 94-3 
Essex 16 59-7 91-6 

Oxford and Oxon 151 60-9 93-0 

Dorset (boarding) 40 62-0 104-3 

Girls who had passed the menarche 

13- Dorset (day) 151 62-3 112-8 
15 61-0 110-6 

Oxford and Oxon 132 63-0 118-3 

Dorset (boarding) 28 64-3 119-9 

14 Dorset (day) 210 63-0 115-6 
Essex 33 64-0 122-0 

Oxford and Oxon 203 63-6 116-7 

Dorset (boarding) 48 64-3 125-4 

15- Dorset (day) 186 63-9 120-9 
Essex 22 639 122-0 

Oxford and Oxon 165 64-3 121-7 

Dorset (boarding) 60 65-2 129-6 


Metric equivalents: 1 inch = 2-54 cm.; 1 Ib. = 454 g. 
In order to keep the table within a reasonable compass only those groups 
containing the largest numbers of children were included. However, the con- 
awn from the table apply equally to the whole body of data. 


of the same age who have not. This confirms one of the 
findings of the earlier paper. 

Secondly, the table enables comparisons to be made 
between girls at the four groups of schools. Both before 
and after the menarche there are interesting differences in 
mean height and weight. The greatest values occur through- 
out at the boarding-school in Dorset and the lowest (with 
one or two minor exceptions) in the Dorsetshire day schools. 
These findings suggest that there may be differences, due to 
social factors, in adolescent height and weight as well as 
in the attainment of the menarche. There appear to be 
two possibilities to investigate. The first is that there is 
an inherent relation between the attainment of the 
menarche and absolute height and weight, which might 
account for the social pattern. The other is that no such 
relation exists, and that differences in physique between 
social groups arise independently of any differences in the 
onset of menstruation. The present study offers some 
further evidence on this matter. 


Taste Ill.—Mean Heights and Weights in Two Groups of Day 


Schools According to Age When Measured and Recollected 
Age at the Menarche 


Group of Schools Height Woah 
(Years) | (Years) (in.) (Ib. 
Dorset andoxon | 31 | 1229 

Borst endOxon | 8 | | 1260 

Oxford and Oxon 39 


The age groups included in this table are those containing the largest numbers 
of children. 


‘ 


C.0.G. 
sity of 
9) data | 
rd and 
ruation 
of the & 
made 
id, and 
ine by 
give 
strual 
> was 
e the | | 
extra 
three 
e at = 
nnot 
A ihe 12 14 is 16 17 
hire 
as ; 
hen, 
ned 
tion 
her 
of 
che 
ols 
ned 


= 


i 
i 


864 Oct. 14, 1950 


AGE OF THE MENARCHE 


British 
MeEpicaL JOURNAL 


It will be noticed from a comparison of Tables I and II 
that in the schools with the taller and heavier girls the 
menarche tends to occur later than in the schools where 
the girls are shorter and lighter. This is just the opposite 
of what would be expected if girls who grow rapidly attain 
sexual maturity earlier—the usual suggestion. But although 
this correlation supports the view that there is a relation 
between the attainment of the menarche and absolute height 
and weight, the analysis in Table III indicates that there 
is no causative connexion between the two sets of figures. 
In this table are compared the height and weight of Oxford 
and Dorset girls who were at the same stage of sexual 
development—that is, who had the same recollection of 
their age at the menarche and were the same age at the time 
of study. The comparisons show that the Oxfordshire 
girls are superior in height and weight ; these differences 
in physique must therefore be independent of the attain- 
ment of the menarche. In other words, the second possi- 
bility is the correct one : absolute height and weight are 
not determining influences upon the age of the menarche. 


Second Investigation 

The data for the second part of the study were recorded 
by the medical officers of two boarding-schools, one in 
Sussex and the other in Yorkshire. They consist of serial 
measurements of height and weight, made at the beginning 
and end of each school term, together with a note of the 
occurrence of the menarche. Records were available for 
202 pupils who left the Suss:x school in the years 1936 
to 1948, and for 87 who left the Yorkshire school in the 
years 1947 to 1949. 

The advantage of serial records is that they enable the 
changes in height and weight of the individual to be studied 
in relation to the age of the menarche. The years parti- 
cularly worthy of study are those immediately preceding 
the menarche, during which time marked height and weight 
changes occur. Such a study would probably suggest a 
method of predicting at what age a girl will attain the 
menarche, and this would be of great value to parents and 
others concerned with education in health and sex. Unfor- 
tunately the majority of the present series of measurements 
are post-menarcheal because of the age range covered by 
the schools. It was therefore decided to study the four 
years after the menarche. Even over this limited period of 
time it was not possible to follow an unchanging set of 
individuals, since some girls entered school after the 
menarche and others left within four years of its attain- 


ment. But despite these drawbacks the data do reveal . 


certain points of interest about growth during this period. 

There are considerable differences between the girls at 
the two schools. The mean ages of attainment of the 
menarche, with their standard errors, were 13.11 +0.09 years 
among the girls from the Sussex school and 13.82 + 0.14 years 
among the girls from the Yorkshire school. This difference 
is statistically significant. Further, the girls at the Sussex 
school were at each age taller and heavier than those at 
the Yorkshire school (Tables IV and V). It is worth noting 


in passing that these findings cast doubt upon the suggestion - 


that the age of the menarche tends to be greater in children 
of the more favoured social and economic groups. At 
the Sussex boarding-school the average age of the menarche 
is in fact less than at any day school included in this study, 
while the social status of the girls there is certainly no 
lower than at either of the other boarding-schools, in each 
of which the average age of first menstruation is later by 
about nine months. 

Because of the differences between the Sussex and York- 
shire schools the data for each had to be analysed separately, 


TABLE IV.—Average Weights (in Ib.) of Children at Two Schools 
According to Age at the Menarche 


Age at Menarche 
ince 
a Yorkshire School Sussex School 
e 
(Years) 9-12 13- 14-17 9-12 13- 14-17 
0 bd 105-2 113-3 99-5 112-9 114- 
1 110-3 114-6 121-7 114-0 118-3 123d 
2 117-0 121-4 127-4 121-3 126-8 129-2 
3 122-7 125-7 131-4 126-9 131-3 130-8 
4 125-8 126-7 129-1 129-7 123-8 
Actual 
A 
112-1 105 
“2 98-8 116-8 112-9 102-7 
14- 118-7 114-6 108-5 123-7 118-3 111-8 
15- 124-5 121-4 117-3 127-8 126-8 119-1 
16— 128-9 125-7 126-0 131-3 131-3 124-5 
17- 132-0 126-7 131-0 131-5 129-8 131-1 
* Fewer than 10 erage omitted. 


TABLE V.—Average Heights (in in.) of Children at Two Schools 
According to Age at the Menarche 


Interval Age at Menarche 
Since 
a Yorkshire School Sussex School 
e 
(Years) 9-12 13- 14-17 9-12 13- 14-17 
0 rae e 61-5 63-2 61-1 
2 ke 62-7 63-3 64-2 63-8 64-6 65-3 
3 ae 63-0 63-8 64-9 64-2 65-0 65-4 
63-1 63-7 65-3 64-4 65-0 
61°5 61-3 
63-0 
62°8 62°8 62-4 64-0 $3 
15- 62-9 63-3 63-6 64-3 64-6 64-2 
6- 7 63-8 64-2 64-4 65-0 65-1 
17- 7 64-7 64-3 5-0 65-5 


* Fewer than 10 measurements—average omitted. 


despite the small numbers of pupils involved. At each 
school the children were divided into three “ maturation ” 
groups according to age at the birthday before the menarche 
(9-12, 13, or 14-17 years). The progress of each group 
in height and weight (and also in an index of body-build 
based upon these two measurements) was then followed, 
first, according to the interval in years from the menarche, 
and, secondly, according to actual age Each average was 
based upon as many measurements as were available in the 
records. 
Weight 

The findings on weight are summarized in Table IV. As 
might be expected, the mean weights for each “ matura- 
tion” group rise both with increasing interval from the 
menarche and with increasing age, and by the end of the 
period of study the weights are approaching a stable level. 

But the most interesting information in Table IV is 
obtained from a study of its rows. The upper half of the 
table permits a comparison of girls at the same stage of 


sexual maturity, but of different ages, while the lower half 


enables girls to be compared who are the same age but 
differ in sexual maturity. At the Yorkshire school, for 
example, the mean weights one year after the menarche 
were 110.3 Ib. in the first maturation group, 114.6 Ib. in 
the next, and 121.7 Ib. in the last group—that is, in the 
girls who were measured at the oldest age. Thus weight 
at this stage of maturity is influenced by age. On the 
other hand, the comparison of girls aged 14 shows that 
the mean weight was 118.7 lb. in the first maturation group, 
114.6 lb. in the next, and only 108.5 Ib. in the last group 
—that is, in the girls who were measured at the earliest 
stage of sexual maturity. Thus weight in girls of this age 
is influenced by the stage of sexual maturity. These 
examples are typical of the experience in each school, with 
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slight exceptions towards the end of the period of study. 
Thus, so far as girls are concerned, weight in adolescence 
depends not only upon age but also upon the stage of 
sexual maturity. 

Height 

The mean heights are summarized in Table V. As with 
mean weight, the measurements tend to reach a stable level 
by the end of the period studied. 

However, the comparisons of the three maturation 
groups show a rather different pattern. The measurements 
in the upper half of the table indicate that at each stage 
of maturity height is influenced by age. Those in the 
lower half suggest that at the beginning of the age-period 
13 to 17 years there is a slight tendency for those maturing 
early to be tall, and at the end a slight tendency to be 
short, in comparison with those maturing late; but this 
pattern is much less clear-cut than that in the upper half 
of the table. Thus between the ages of 13 and 17 the 
height of girls is influenced almost exclusively by age ; the 
stage of sexual maturity exerts little additional influence. 


Body-build 

So far height and weight have been considered in isola- 
tion, but together they can give a rough indication of body- 
build. The measure used here is the height (in inches) 


- divided by the cube root of the weight (in Ib.). It is accurate 


enough for the purposes of this study to calculate this 
fraction for each group of measurements from the mean 
height and the mean weight, and this avoids the laborious 
procedure of calculating the measure of build for each pair 
of measurements and then averaging the results. The 
figures are presented in Table VI. 


TaBLeE VI.—Body-build (Mean Height in Inches Divided by Cube 
Root of Mean Weight.in Ib.) of Children at Two Schools 
According to Age at the Menarche 


Age at Menarche 
ince 

— Yorkshire School Sussex School 

arche 

(Years) 9-12 13- 14-17 9-12 13- 14-17 
0 . 13-03 13-06 13-20 13-12 13-24 
1 13-03 12-92 12-89 12-89 13-06 13-02 
2 ‘ 12-82 12-80 12°76 12-89 12-84 12-93 
3 ‘i 12°68 12-73 12-78 12-77 12:79 12-88 
4 i2-59 12-67 2:94 12-72 12-85 
Actual 

Age 

(Years) 
13- 12-91 13-03 13-25 12-88 13-12 13-11 
14- 12-77 12-92 13-09 12°85 13-06 13-17 
15- 12-60 12-80 13-00 12:75 12-84 13-06 
16- 12-61 12-73 12-80 12-68 12-79 13-05 
17- 12-72 12-67 12-74 12-63 12-85 12-89 


* Fewer than 10 measurements—value omitted. 


The values at the Sussex school are slightly higher than 
For each maturation group 
the measure of build falls with increasing age and with 
increasing interval since the menarche. That is to say, girls 
become progressively heavier for their height during this 
period—a finding which would be expected from the out- 
ward physical changes in girls in the course of sexual 
Maturation. It would be of interest to know if the same 
Is true of boys. In the valuable study by Richey (1937), 
records for boys as well as girls were available, but unfor- 
tunately no analyses analogous to those in the upper half of 
Tables IV, V, and VI were made. 

When a comparison is made as before between the three 
Maturation groups of children in each school, a pattern 
different from that of height or weight is revealed. In the 


‘first two years following the menarche there is no apparent 


relation between build and age. For example, one year 
after the menarche the measure of build is approximately 
12.9 or 13.0 at each school, whatever the age of the children 
when measured. In the third and the fourth year after 
the menarche there is a slight tendency for those who 
matured early to be shorter for their weight than ‘those 
who matured late. But on the whole, body-build in the 
first few years after the menarche is not influenced by age. 
The lower half of the table confirms that the stage of sexual 
maturity in girls of the same age exerts a considerable 
influence on build. Among those observed at 14 years of 
‘age in the Yorkshire school, for example, the measure of 
build varied from 12.8 in those who matured early to 13.1 
in those who matured late. The figures thus make it clear 
that at the time of the menarche build is independent of 
age, and that, during the following two years at least, girls 
become heavier for their height to an extent which is also 
independent of their age. 

These analyses indicate that it is convenient to regard 
growth in the adolescent girl as being of two types. One 
is the normal physical growth with age, and superimposed 
upon it are changes specifically arising from the processes 
of sexual maturation. The findings of this study suggest 
that between the ages of 13 and 17 height is practically 
unaffected by the processes of sexual development as such ; 
on the other hand, as a consequence of weight changes, 
body-build (as measured in this study) seems to be deter- 
mined solely by the processes of maturation for at least 
two years after the menarche. : 


Summary and Conclusions 


This paper describes two separate studies into the onset of 
menstrual periods in relation to height and weight. 

In the first study data were available for nearly 3,000 school- 
girls within the age range 9-18 in the South of England. Using 
only two pieces of information from each girl—her present 
age and whether or not her periods have started—a standard © 
statistical technique known as probit analysis enables the 
average age of the menarche to be estimated with a known 
degree of accuracy. It should be noted that this is a particu- 
larly suitable technique for use in surveys of this (and other) 
aspects of sexual maturation, as it requires a minimum of 
information and does not depend on the girl's memory of her 
age when her periods first started. It is suggested that the ages 
of attainment of the menarche in the 2,590 day-school girls may 
be regarded as a standard for the South of England. This 
standard indicates that only one girl in a hundred will start 
her periods before the age of 10 years 9 months, and only 
one in a hundred after the age of 16 years 3 months. One- 
half will menstruate by the age of 13 years 6 months. There 
were interesting differences in average height, weight, and age 
at the menarche between different groups of girls. Despite an 
apparent correlation, it is shown that ‘the differences in height 
and weight were not a determining influence upon the age of 


the menarche. 

In the second study serial height and weight records were 
available for 202 girls from one boarding-school and 87 from 
another, and were studied to see what light they shed upon the 
processes of growth. The findings show that growth in the 
adolescent girl may be regarded as of two superimposed types— 
normal physical development with age, and growth specifically 
related to the process of sexual maturation. In the age period 

13 to 17 years height changes are practically independent of 
‘sexual maturation. But because of changes in weight, the body- 
build, measured as the height divided by the cube root of the 
weight, develops independently of age for at least two years 
after the menarche. During this period girls become heavier 
for their height. It is unfortunate that the records do not per- 
mit an analysis at younger ages ; a study of the years preceding 
the menarche would not only give a more complete picture of 
growth processes but should suggest a method of predicting 
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coproporphyrin III, but Gray (1950) says, “It has never been 
possible to correlate the varied clinical features with any 
definite pattern of porphyrin excretion.” He had a case 
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| } when the menarche will occur in an individual. This would In nearly half the cases neurological symptoms occur, ~ 
fe rok great value to parents and others concerned with education which may include confusion, delirium, convulsions, ot The 
1 Ith and sex. amaurosis. Characteristically there is a polyneuritis, which § pjjir 
: We are indebted to the educational and medical authorities in may fluctuate in severity, affecting the limbs, especially the} was 
a to thank Mr. P. H. Leslie for his advice, We aiso wish to thank SPhincter involvement. Pain and paraesthesias are common,§ para 
— the medical officers of the boarding-schools in Sussex and Yorkshire Ut objective sensation is usually relatively spared. With} the 
| : for their readiness to make available to us the medical records of neurological involvement the mortality is about 75% (Berg, § died. 
} those who had left school, and for their interest in the study. 1945; Petrie, 1948). Subsequent attacks may occur if - 
; those who survive (Gray, Rimington, and Thomson, 1948), 
j Richey, H. G. (1937). M hs of the i = 
Child Development, 2, "National Case Report cytes 
Wilson, D.C. and Sutherland, I. (1949). British Medical Journal, The patient, a male native of Lagos, Nigeria, aged 30, hadg !% 
2, 130. been in London for six months preparing for examinations in § ‘2° 
= accountancy. He was admitted on April 13, 1950, with the 6 K 
of history of inconstant shortness of breath for some years, related 0.8 
. | FATAL CASE OF ACUTE PORPHYRIA sometimes to physical and sometimes to emotional strain. He *!>¥ 
: IN A NE was a hard worker, conscientious, and ambitious, but lacked 
i | GRO self-confidence. He had worn spectacles for some weeks, 
s . BY Seven weeks before admission he again complained of T 
. | dyspnoea, and doubted his ability to pass his examinations § to y 
: C. A. WIGGINS, M.B., ChB. After a week he complained of central abdominal pain with és 
House-physician, St. James’ Hospital, Balham nausea, vomiting, and constipation, and was admjtted to another gast 
‘ hospital from which he went home against advice after three deer 
| Acute porphyria has been reviewed in several papers since W°eks. slate 
1945. Abbott and Evans (1946) found that nearly 300 A week later a reassuring talk relieved his symptoms, but yiqg 
cases had been described since Giinther’s first case in 1911. "Xt day he had anorexia, paraesthesias, and pains in the limbs, § gee, 
. | Pyrrole metabolism is reviewed by Dobriner and Rhoads followed by hallucinations, insomnia, and irregular behaviour. § cor, 
1 (1940) and by. Welcker (1945). The followi one te This sequence of events strongly suggested hysteria, and he was “ 
. | main clinical points ‘ wang given 3 gr. (0.2 g.) of butobarbitone at night. After this he vee 
| became clear mentally, but noticed a gradual onset of weak- 
| Porphyria is a disorder of metabolism of the respiratory ness in all limbs. He became incontinent of urine, and was sate 
\ | pigments (haemoglobin, myoglobin, cytochrome oxydase, admitted to this hospital. Specific inquiry later revealed that = 
: | etc.). “Acute” porphyria is almost certainly a chronic he had had red urine on occasions for some years and for » | 
disorder, with acute episodes. superimposed (Gray, Riming- ™ost of the last six weeks. His parents, two sisters, and three J 41. 
) ton, and Thomson, 1948). Barbiturates, sulphonal, sul- brothers had always been well, and had never mentioned simk } ¢,,, 
| phonamides, “ trional,” arsenicals, phosphorus, or lead may Sgn ga No siblings had died. He knew of ng} ji, 
i | precipitate an attack (Dobriner and Rhoads, 1940), but ee mus 
there is no hard-and-fast distinction between the and Gn be vas wees 
idiopathic varieties (Di be and D’Silva, 1945 _ He was febrile, 99.6° F. (37.55° C.). There was bilateral ~ 
). conjunctivitis with mucopurulent exudate. His tongue was}... 
Roth (1945) states that psychic episodes may occasionally furred, his mouth was dry, and his breath foul. The buccal] ;,1, 
precipitate an acute attack, and that the siblings of these mucosa and teeth were normal. The abdomen was lax and of 1 
patients are often hysterical or psychotic. Porphyrins are retracted, and slightly tender in the right iliac fossa, witha} |; 
excreted in abnormal quantities during attacks and often nodule of faeces in the left iliac fossa. The liver and spleens Kid 
between attacks ; the usual finding is uroporphyrin III or Were not palpable. The heart and lungs were normal, the pulse rene 


was 130, and the blood pressure 115/75. Although correctly 
orientated and otherwise rational, he thought that there was 
“somebody under the bed lifting it up and down.” Visual 


fields were full by confrontation. There was slight weakness 


in which the colourless porphobilinogen was predominant. of the left fifth cranial nerve, his voice was very weak, and dark 
Characteristically the urine is a red or brown colour and his speech a little slurred and difficult to understand. His nes 
darkens further on standing. Hare and Wilmore (1948) neck was normal but the trunk muscles were weak. There ben 
quote Waldenstrém’s epithet “la petite simulatrice” and was a flaccid tetraplegia, almost complete at the hips, shoulders, inde 
his remark that hysteria is often suspected? Davies (1949) knees, and elbows, with very little power at the distal joints m1 
finds that barbiturates are given to the majority of these and with a coarse irregular tremor when movements were ; 
patients. attempted. All tendon-jerks were present, the knee-jerks being ous 
3 The acute form is commoner in women—3:1 (Abbott very feeble. The plantar responses were normal. Sensation to ym 
and Evans, 1946). The age of onset is 20 t 45 (Davies pin-prick was slightly impaired over the forearms and hands; ye 
1949). Sv ge Of S to avies, light touch, position sense, and vibration sense were no 
; ). Symptoms may be mainly abdominal, or mainly There was a burn from a hot-water bottle on the right calf; | on™ 
nervous, or combined abdominal and nervous as in the elsewhere the skin was normal. Tenderness was increased in the shal 
| classic type. There may be a prodromal period of lassitude calves. He was incontinent of urine. The white cells numbered _ 
and mental disorder, and the onset is with colicky abdo- 6,000 (polymorphs 62%, lymphocytes 30%, monocytes 8%). 4 
minal pain, nausea, vomiting, constipation, leucocytosis, On the first day after admission his blood pressure was} 
; tachycardia, and a rise in blood pressure ; while hypotension 140/100. Examination of the urine revealed: acid, a tra p-— 
is common in the later stages. Sometimes the pain is in the — 
form of dysmenorrhoea. Attacks of jaundice are not infre- Salts, or bile pigments. with 
~exme , 4,850,000; Hb, 97%; white cells, 21,000 (polymorphs 88%, 

quent and may obscure the significance of dark urine, and : seve 

ae ; or . lymphocytes 12%). On the second day the urine was seen to fu 
it is worth noting that an apparently positive Ehrlich be brownish red and was then found to contain porphyrins. rt 
aldehyde test is given by porphobilinogen in the urine (see By this time his voice had sunk to a whisper. The weakness jane 


below). » of the fifth cranial nerve had increased ; both knee-jerks and 
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the left ankle-jerk were absent. His blood pressure was 120/80. 
On the fourth day the facial muscles were mildly affected. 
The sclerotics were a yellowish brown colour, but the serum 
bilirubin was 0.4 mg. per 100 ml.; the direct van den Bergh 
was negative. } 

On the sixth day he was generally weaker and there were 
paradoxical respiratory movements. Coarse rales appeared in 
the chest, and breathing became slow and irregular before he 
died.. During the six days his pulse rate varied from 118 to 
150, average 130. There was continued pyrexia, higher in the 
last 36 hours, average 100° F. (37.8° C.). On the day before 
death a blood count showed: red cells, 4,130,000; Hb, 84%; 
white cells, 13,800 (polymorphs 79%, eosinophils 20%, mono- 
cytes 1%). On the last day the blood urea was 156 mg. per 
100 ml.; blood sugar 129 mg. per 100 ml.; Wassermann 
reaction and Kahn test negative ; serum alkaline phosphatase 
6 K.-A. units ; direct van den Bergh positive ; serum bilirubin 
0.8 mg. per 100 ml. Total serum protein was 6.56 2.%— 
albumin 3.02 g., globulin 3.54 g. 


Post-mortem Examination — 

This was carried out 20 hours after death by Dr. N. Orchard, 
to whom I am indebted for the following report. 

“Lungs: marked congestion and oedema. Stomach: mucous 
gastritis and numerous petechiae in the mucosa. Spleen: 
deeply congested with very prominent follicles. Liver: firm, 
slate-blue in colour, with numerous small greyish-yellow areas. 
Kidneys: traces of foetal lobulation ; capsule stripped easily ; 
deeply congested, but a slate-blue colour evident. Brain and 
cord: oedematous. . 

“The following organs were of slate-grey or bluish colour: 
visceral and parietal pleura and peritoneum, myocardium, psoas 
and rectus abdominis muscles, liver, kidney, most of the 
jejunum, the caecum, and the proximal half of the ascend- 
ing colon. The following were of an unusual yellow-orange 
colour: pancreas, cerebellum, omentum, peritoneal fat, and 
the sternal, vertebral, and iliac, marrow. The following 
fluoresced with a pink or red colour in ultra-violet (Wood's) 
light: liver, kidneys, omentum, psoas and rectus abdominis 
muscles, myocardium, pericardium, aorta, costal cartilage, and 
sternal marrow. 

“ Histological abnormalities were as follows:—Right optic 
nerve: marked round-cell infiltration, the myelin sheaths being 
intact. Anterior horn cells: marked chromatolysis at all levels 
of the cord. Cerebellar Purkinje cells: severe degeneration. 
Liver: polygonal cells loaded with greyish, granular pigment. 
Kidneys: congested. Lungs: oedematous, congested, with early 
bronchopneumonia.” 


Biochemical Findings 
The urine when freshly passed was a red-brown colour and 
darkened considerably on standing. The Watson and Schwartz 


modification of the Ehrlich aldehyde test was positive (see 


below). A quantity of urine was collected over a period of 
some days and sent for biochemical examination. I am greatly 
indebted to Dr. L. Ellis for his report, as follows. 

“The urine was a deep port-wine colour and did not obvi- 
ously darken further on standing. Using a direct-vision spectro- 
scope, the urine showed two absorption bands in the green 
closely resembling the bands of oxyhaemoglobin and a band 
at the junction of the green and the blue. About 15 ml. of 
urine was acidified with a few drops of glacial acetic acid and 
shaken thoroughly with about 10 ml. of tertiary amyl alcohol. 
After centrifuging, the upper alcohol layer showed the same 
absorption bands and gave a brilliant pink fluorescence under 
the ultra-violet lamp. It would seem that the porphyrins were 
excreted as metallo-porphyrins (see Chandler, Harrison, and 
Rimington, 1939). 

“For further differentiation a specimen of urine was acidified 
with a few drops of glacial acetic acid, and extracted with 
several quantities of ether until the ether layer showed no 

ther spectroscopic evidence of the presence of porphyrins. 
This indicated that all coproporphyrin had been extracted. The 
urine layer was then extracted with amyl alcohol and the alcohol 


layer separated. This layer now contained the uroporphyrin. 


The ethereal extract was evaporated down to the same volume~ 


as the amyl-alcohol extract and the two extracts were compared 
under the ultra-violet lamp and spectroscopically. It seemed 


obvious that, while there appeared to be quite a fair amount of | 


coproporphyrin, uroporphyrin was present in some excess.” 

Discussion 

The diagnosis of acute porphyria seems to be substantiated 
on the sum of the findings recorded. The clinical course 
of the illness was in accord with the usual (albeit variable) 
symptomatology, and there were two further points which 
are not included in the introduction. Hare and Wilmore 
(1948) were “impressed by the degree of cachexia and 
debilitation” in one of their cases. Davies (1949) 
noted a yellow-brown tint in the sclerotics not due to 
bilirubinaemia. 

Roth (1945) mentions the temporary or protracted attacks 
of amaurosis which may occur, and in his cases neither 
ophthalmoscopic nor post-mortem microscopical abnor- 
malities were detected to account for the symptom. My 


‘patient made no specific complaint about his vision, and 


no history was obtained whether he had had intermittent 
amaurosis, but it may possibly be significant that he had 
recently worn spectacles. Equally problematical is the 
significance of the other early symptom—namely, the 
shortness of breath accompanying emotional strain. 

Degeneration, pigmentation, and fluorescence of organs 
have been recorded. To summarize Roth (1945), the com- 
monest central-nervous-system changes are parenchymatous 
degeneration in the peripheral nerves, the anterior horn 
cells (and to a lesser extent the posterior horn cells), the 
cerebellar Purkinje cells, the cerebral cortex, and the sympa- 
thetic ganglia. The changes are more marked in the peri- 
pheral nerves and lower segments of the central nervous 
system. 

Abrahams, Gavey, and Maclagan (1947) found a striking 
bluish black discoloration of both rectus abdominis 


muscles, parts of the psoas muscle, and peritoneum, with | 


red fluorescence under ultra-violet light in the costal carti- 
lage, sternal marrow, rectus muscle, small intestine, and 
elsewhere. Prunty (1946) found ultra-violet fluorescence 
(microscopically) in the liver, renal tubules, costal carti- 
lage, and parts of the central nervous system. In his case, 
however, the pigment granules in the liver parenchyma were 
of two kinds—large golden-yellow granules and small red- 
orange granules. It is usually agreed that acute porphyria 
is commoner in those of Scandinavian descent (Discombe, 
1948), and there is evidence that it may be transmitted 
as a Mendelian dominant. If this is so, the occurrence 
of a case in a West African negro makes it possible that 
it may occur in the American negro, but, judging by the 
literature of both countries, it is rare. A brief survey 
revealed only one other case, that of Schneck (1946) in the 
United States, and he could find no other cases. It may 
be said, however, that his case, although suggestive, was 
not proved, for at no stage were porphyrins detected in 
the urine or elsewhere. 

Finally, it is worth repeating a point stressed by many 
authors, that the diagnosis should be considered and the 
urine examined in any patient with obscure mental, ner- 
vous, and/or abdominal symptoms. The simplest test is 
that of Watson and Schwartz (1941) for porphobilinogen. 
Mix equal parts of urine and Ehrlich’s aldehyde reagent, 
add a few millilitres of chloroform, and shake. Uro- 
bilinogen gives a red colour soluble in the chloroform 
layer, but porphobilinogen gives a red colour which remains 
in the aqueous layer. i 
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Summary 


A case of classical acute porphyria occurring in a West 
African negro is described. Post-mortem and biochemical 
findings are included. The literature is briefly quoted. 


I am indebted to Dr. A. Kahan, under whose care the patient 
was admitted, for permission to publish the case and for his 
encouragement and advice; to Dr. N. Orchard for the post-mortem 
report and the preliminary detection of porphyrins; to Dr. L. 
Ellis, biochemist to the Lambeth Group Laboratory, for his report 
on the urine findings; and to Dr. J. Olu-Mabayoje, who had known 
the patient for many years, for his help with the history. 
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FOLLOW-UP OF RHESUS-NEGATIVE 
PRIMIGRAVIDAE 
DEVELOPMENT OF RHESUS IMMUNIZATION 
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Obstetrician, Sorrento Maternity Hospital, Birmingham 


Rhesus immunization in the first pregnancy has been found 
only very exceptionally, apart from patients who had pre- 
viously received a transfusion of rhesus-positive blood. 
Few authentic cases of rhesus immunization of the first- 
born child have been mentioned in the literature (Boorman, 
Daley, and Dodd, 1947). 

It has been suggested that the immunizing stimulus is 
provided during labour by a small “blood transfusion” 
given to the mother by the foetus through the breakdown 
of the syncytial placental layer. During the second preg- 
nancy small “ booster doses” of foetal blood reaching the 
maternal circulation stimulate antibody formation further, 
and the “full-blown” picture of rhesus immunization 
develops. The assumption that the first pregnancy or labour 
provides the first antigenic stimulus seems to be necessary 
to explain the development of antibody formation during 
the next pregnancy, in which presumably identical condi- 
tions obtain with regard to the placental barrier as in the 
first pregnancy. 

Stratton (1943) has shown that the rhesus factor can be 
discovered on the foetal red blood cells at the eleventh 
week of development, but it seems improbable that such 
an immature foetus cou'd provide enough antigenic 


material to produce antibodies in the maternal serum 
Occasionally, however, antibodies are discovered in the 
early weeks of a second pregnancy. The following case 
illustrates this point. 

A married woman aged 25 had her first baby on Februay 
23, 1948. The infant, of 30 weeks’ gestation and weighin 
2 Ib. 15 oz. (1.33 kg.), was born spontaneously. Serological 
investigations were performed on the mother at the ninth and 
twenty-seventh weeks and eight days after delivery. The result 
of all three investigations was Group B rhesus-negative, th 
serum containing no anomalous antibodies. 

The patient became pregnant again in September, 1948. Th 
first specimen of blood investigated early in January, 1949, a 
16 weeks’ gestation, showed definite signs of rhesus immuniz- 
tion by containing blocking anti-rhesus antibodies of fairly 
high titre (1: 32). Several repeat investigations gave essentially 
identical results, and on May 3 a baby suffering from haemo 
lytic disease of the newborn was born. She weighed 4 Ib. 7 a 
(2 kg.). Despite a blood transfusion of rhesus-negative blood 
she died of kernicterus at the age of 7 days. The diagnosis 
was confirmed at necropsy (Dr. Baar). 

It was thought advisable to follow up a number of primi 
gravidae after delivery, for a comparatively long period, to 
see whether any antibody formation followed delivery and 
whether the antibody could be proved to be present by 
routine serological methods. If the assumption is correct, 
that the primary immunizing dose is given during labour 
or afterwards, one could hope to find antibodies in sera of 
exceptionally good reactors without a further stimulus 
having been applied. 

The investigation was undertaken on 62 primigravidae 
who were all seen antenatally and delivered at Sorrento 
Maternity Hospital, Birmingham. They were also followed 
up post-natally there. The serological investigations 
covered determination of the blood group, rhesus type, and 
investigation for antibodies in the serum. The latter was 
done by means of saline- and albumin-suspended cells, ten 
of which were rhesus-positive and two rhesus-negative. All 
the sera were also tested by means of the indirect Coombs 
test. The cord blood was also investigated. This investiga 
tion included the group and rhesus type and, from 1948 


onwards, the direct Coombs test. Consecutive rhesus 


negative primiparae: were selected, and only those excluded 
who produced a rhesus-negative infant. The post-natal 
investigations were undertaken at various intervals. In 
most, the second specimen was obtained about eight days 
after delivery, and in no case were anomalous antibodies 
found. Several patients were followed up further # 
intervals up to two years. Two patients developed ant 
rhesus antibodies. Their clinical and serological details 
follow. : 
Case 1 

A woman aged 24 was delivered of a healthy, normal, full 
term baby on October 20, 1947. This baby showed no icterus 
or other sign of haemolytic disease. His blood type was Group 
A rhesus-positive. 

Further specimens were investigated from the mother, and 
approximately two years later the following results wer 


‘obtained: The cells were confirmed as Group O rhesus-negr 


tive, the serum agglutinated strongly rhesus-positive albumit 
suspended cells and did not agglutinate rhesus-negative cells 
An indirect Coombs test with rhesus-positive cells was positive 
Three weeks later a further specimen gave identical results, 
The serum was tested with a large battery of fully typed cell 
and agglutinated every sample cell which contained the 
antigen. The titre of the antibody was found to be fairly low 
(1: 2) against CDe/CDe and cDE/cde. At the same time a 
specimen of blood from the patient’s husband was investigat 
and found to be Group A rhesus-positive (most likely genotype 
CDe/CDe). 
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FOLLOW-UP OF RHESUS-NEGATIVE PRIMIGRAVIDAE 


It was obviously important to find out whether the patient 
had at any time between the delivery and the follow-up investi- 
gation been pregnant. This seemed impossible. She had 
attended a welfare centre regularly. Husband and wife con- 
firmed the use of birth control (by male sheath) because they 
did not desire a second child until they no longer had to live 
in the same house as a relative suffering from pulmonary 
tuberculosis. 

The patient gave a history of regular menses and had 
received no injections of any kind either ante- or post-natally, 
and had never received a transfusion. 


Case 2 


A woman aged 22 was delivered of a living healthy, full-term 


baby on September 19, 1948. The infant showed no signs of 
haemolytic disease of the newborn. The infant’s blood type 
was Group A rhesus-positive. 

The maternal serology ‘antenatally was Group A _ rhesus- 
negative, the serum containing no anomalous antibodies. A 
specimen of blood obtained on the eighth day after delivery 
gave identical results. A further specimen, however, obtained 
on June 22, 1949, gave definite evidence of the presence of a 
potent anti-rhesus antibody, again acting more strongly on 
albumin-suspended rhesus-positive cells. The titre was 
moderately high (1: 8). The serological behaviour of the anti- 
body was typical, no reaction occurring unless the test cells 
contained the D antigen. 

This patient had shown no sign of a further pregnancy, her 
menses having been regular since the cessation of lactation three 
months after delivery. She had received no injections ante- or 
post-natally or transfusions at any time of her life. Her 
husband was Group O rhesus-positive and most likely genotype 


CDe/cde. 
Discussion 

The serological findings in these two cases are clear-cut 
and indicative of rhesus immunization. The fact that the 
antibody reacted better with albumin- than with saline- 
suspended cells might perhaps be due to its comparatively 
low titre. We share with several other workers the experi- 
ence that sometimes an “albumin” antibody can change 
into a saline agglutinating antibody just before delivery. 
The contention, therefore, that a blocking antibody is 
always a sign of hyperimmunization might perhaps be open 
to discussion. 

It is difficult to understand why antibodies in these two 
patients developed so late after delivery. In both, the anti- 
genic stimulus must have been the first pregnancy, and, so 
far as can be established, there was no further antigenic 
stimulus. That antibodies can develop to a stimulus a 
long time after its first application is a not uncommon 
experience in immunology—for example, undulant fever. 
Further investigations are in progress to elucidate this 
problem in greater detail. As a practical application of our 
findings, if they can be confirmed on a larger series, it 
might perhaps be advisable to investigate for the presence 
of anomalous antibodies the sera of all primiparae 
contemplating.a second pregnancy. 


Summary 
In a follow-up of 62 rhesus-negative primiparae with rhesus- 
Positive babies, two were found who, after intervals of two 
years and of nine months respectively, had developed anti- 
rhesus antibodies in their serum without a further intervening 
pregnancy or other antigenic stimulus. 


We are greatly indebted to the technical staff of the Blood Trans- 
fusion. Service in Birmingham and to Sister Lyons, of Sorrento 
Maternity Hospital, for the valuable help they have given in testing 
the many specimens and in following up the patients. 
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MONGOLISM IN ONE OF TWINS 
BY 


T. H. CROZIER, MLD., F.R.C.P. 
Assistant Physician, Royal Victoria Hospital, Belfast 


AND 


W. A. B. CAMPBELL, M.D. M.R.C.P.Ed 
Assistant Paediatrician, Royal Belfast ‘Hospital for Sick Children 


Graham (1950), reporting a case of mongolism in one of 
twins, drew attention to the comparative rarity of such 
cases in the British literature. The largest series so far 
published seems to be that of Warner (1949), who collected 
101 cases from the literature and recorded one further case 
in which an older sib was also a mongol. Of these 102 
sets of twins, one child was affected in 82 cases and both 
children in 20. . 

It is well recognized that there is a considerably increased 
incidence of congenital cardiac defect among mongols. 
Wylie (1949) quotes 22 examples in a series ,of13$smongols 
(16%); Benda (1947) states that up to 75% of mongols 
dying in the first two years of life have a congenital cardiac 
defect, as have 35% of those surviving. Post-mortem 
records of the Hospital for Sick Children, Great Ormond 
Street, yielded evidence of congenital cardiac abnormality 
in 28 of 63 mongols (Evans, 1950). While various 
malformations are encountered, persistent ostium atrio- 
ventriculare commune is especially apt to be associated 
with mongolism (Abbott, 1936). Robinson (1941), in a 
series of 39 cases of this defect collected from the literature, 
states that about one-half of these were in mongols. Taussig © 
(1947) emphasizes the likelihood that a mongol presenting 
signs superficially resembling ventricular septal defect, and 
without cyanosis, is suffering from persistent atrioventri- 
cularis communis. There were, however, only four 
examples of this in Evans's series, the commonest anomaly 
being in fact ventricular septal defect. 


Case Report 


Helen B. was born on November 20, 1949, at full term, the 
first of twin girls. The mother was aged 35; her health was 
good during pregnancy, apart from a cystocele which was 
troublesome during the first trimester. The father’s age 
was 36. The family and personal histories of both parents 
were, so far as is known, good. There are two older (normal) 
daughters, now aged 4 and 7 years. Helen was delivered as 
a vertex, and the second (normal) twin as a breech; each 
weighed approximately 54 Ib. (2.5 kg.) at birth. A suggestion 
of mongoloid physiognomy was noted in Helen at birth, but 
was discounted to some extent by the medical attendant because 
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MONGOLISM IN ONE OF TWINS 


of a strong family resemblance between the infant, the father, 
and the two elder children. 

From birth breast-feeding was difficult, and soon became 
impossible ; she was given expressed breast milk for four weeks, 
and afterwards a mixture of cows’ milk and water was substi- 
tuted. She never thrived so well as her twin, and on first 
examination weighed only 9 Ib. (4.1 kg.), as against 12 Ib. 
(5.4 kg.). The mother noticed that she was less lively than 
her twin, was easily made breathless, and sometimes 
blue.” She vomited slightly from birth, but at the time of 
first attendance this was not causing any anxiety. 

The child was examined in the out-patient department of 
the Royal Belfast Hospital for Sick Children on January 20, 
1950, when the diagnosis of mongolism was confirmed and 
its significance explained to the mother. The accompanying 
photograph was then taken. 

She was again brought to the out-patient department on 
January 28 with a history of severe vomiting of a projectile 
type. On examination the pylorus was easily palpable and 
thought to be thickened. In view of the presence of a systolic 
murmur to the left of the sternum a chest radiograph was taken, 
which showed considerable generalized enlargement of the 
heart. A dietetic regimen and “ pylostropin”. tablets were 
used until admission could be arranged, but at the time of 
admission (January 31) she was vomiting as copiously as ever. 
Surgical treatment of the pylorospasm was decided upon, despite 
the known multiple hazards present. 


Mr. J. A. W. Bingham opened the abdomen by a right trans- 
verse rectus-cutting incision under “ soneryl "—atropine—vinyl- 
ether anaesthesia on February 2. Bleeding was slight and 
the blood dark. Before the peritoneum could be incised the 
heart stopped suddenly. Cardiac massage, artificial respira- 
tion, and oxygen inhalation produced only transient response. 


Post-mortem Examination 


At the post-mortem examination, carried out by Dr. R. J. 
Marshall, a poorly nourished female infant with the typical facies 
of mongolism was seen. The heart was considerably enlarged: 
normal epicardium ; ductus arteriosus closed ; the great vessels 
entered and left the heart in normal arrangement. The right 
auricle was much enlarged, and the wall markedly trabecu- 
lated. The interauricular septum was thin, terminating in a 
crescentic free edge just proximal to the auriculoventricular 
ring. The septum was fenestrated, and the foramen ovale 
closed. Anterior and posterior valve cusps were present, but 
were abnormal in that they continued uninterruptedly across 
the septal defect, the distal halves. serving as mitral cusps. 
The right ventricle was also markedly enlarged, and there 
was gross defect of the interventricular septum, which was 
rudimentary and present only at the apex of the organ. The 
ostium between the edges of the auricular and ventricular 
septa measured 2 by 1.5 cm.; thus there was virtually a 
common ventricle, the right half of which was larger than 
the left. 

The stomach and duodenum were essentially normal in size 
and shape, and, although the pylorus was somewhat thickened, 
no congenital hypertrophy was noted. The lungs showed 
patchy interstitial pneumonia with mononuclear infiltration of 
the alveolar walls and comparatively little alveolar exudate. 
The liver and spleen showed the persistence of haemopoietic 
tissue. 

Summary 

A case of mongolism with persistent ostium atrioventriculare 
commune in one of twins is recorded. Pylorospasm with 
intractable vomiting, inanition, and death under anaesthesia 
exemplify the precarious hold on life which is the inheritance 
of most mongols. The nature of the cardiac anomaly was such 
as to preclude lengthy survival in any event. 


We are indebted to Dr. P. P. Jackson for the obstetrical details, 
and to Mr. D. Mehaffy, A.R.P.S., for the photograph. 
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Medical Memoranda 


A Vestigial Tail 


Many cases of children born with a tail have been reported 
in the last seventy years, but very few in the English 
literature. The following is the description of one. 


Case REPORT 

The patient first attended hospital on May 11, 1949, at the 
age of 11 months. He had been born with a tail- like appen- 
dage, but his mother had not sought advice before, as she 
thought that nothing could be done until the child had dis- 
pensed with napkins. However, the increase in size of the 
tail at last made her come to hospital. There was no family 
history of any like anomaly. The child was a firstborn, the 
pregnancy and delivery had been without incident, and the 
child had developed normally since birth. There were no 
bowel urinary 


ination he was found 
to be a healthy normal 
child, apart from his 
caudal appendage. The 
tail was attached to 
the’ right posterior 
anal margin (see illus- 
tration) and could be 
freely moved by the 
child. It was extensile 
and when fully pulled 
out measured just 
over 3 in. (7.5 cm.). 
When released _sit 
would contract, curl 
on itself, resembling 
the tail of a pig, and 
then relax and flick 
from side to side. 

No bone or cartil- 
age could be palpated in the tail. It was covered with normal 
skin. The anus freely admitted the examining finger, and the 
sphincter was of normal tone. X-ray examination of the pelvis 
showed no bony abnormality. 

On May 26 the tail was excised by an incision encircling 
the base. The wound was soundly healed eight days later. 

The specimen was reported on as follows: “A ‘finger-like 
process 7 cm. in length and 1.5 cm. in diameter at the base. 
It was covered with hair-bearing skin and its core consisted 
mainly of fibro-fatty tissue with a small eccentric nodule of 

‘ cartilaginous’ consistency. Microscopy :—The external lining 


Photograph showing the vestigial tail at 
11 months. 


was of epidermis with normal skin appendages. Most of the © 
core was formed of striated muscle bundles. Also present were 


fat, fibrous tissue, blood vessels, and nerves.” 


COMMENT 


Bartels (1884) traced 116 recorded observations on tails ~ 


in man. He found references as far back as the writings 
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of Pliny, and stated that tailed races at one time or another 
had been reputed to have lived in South America, Asia, 
Africa, and Western Europe. Harrison (1901) reviewed 
the occurrence of tails in man and reported a case very 
similar to the one recorded here. R. J. McNeill Love (1934), 
in describing a case, suggested that such an abnormality 
might well be left in the hope that the bearer could use 
it later to earn his living in a circus. 


In the 14-16 mm. embryo the caudal region shows a, 


well-marked tail projecting beyond the cloaca—the proxi- 
mal part containing vertebrae, the distal part without 
vertebrae. The latter is termed the caudal filament, and it 
seems that it is the persistence and growth of this structure 
which gives rise to a tail. - 

I wish to thank Mr. Charles Donald for permission to publish 


this case, Dr. Martin Bodian for the pathological report, and 
Professor J. D. Boyd for his interest. 


P. J. BLAXLAND, M.B., B.S., F.RCS., 


Senior Surgical Registrar, Hospital for 
Sick Children, Great Ormond Street. 
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Chorion Carcinoma after Ectopic 
Gestation 


The debt which diagnostic acumen owes to previous 
experience is too great to be assessed, and it must 
be accepted that he who would diagnose a condition not 
previously met is at a grave disadvantage ; if, furthermore, 
he is unaware that such a condition exists, then the handi- 
cap will be so overweighted that the issue may well be 
decided before he can come to the aid of his patient. 

That chorion epithelioma follows on hydatidiform mole 
is well known ; that it may follow on normal pregnancy 
or abortion is taught, though few will have met it; there- 
fore, that it may follow an ectopic pregnancy is a reason- 
able enough supposition. When, however, one estimates 
how extremely rarely chorion epithelioma follows normal 
pregnancy, and then estimates the rarity of ectopic as 
compared with normal pregnancy, when one adds to that 
the ease with which ectopic pregnancy is diagnosed, and 
the satisfactory extirpation which surgery achieves, one 
becomes prepared to accept the statement that chorion 
epithelioma after ectopic gestation is a very rare condition. 

Rufus Thomas (1934) records a case, reviews the literature 
(the bibliography is appended), and states that “ the number 
up to date would appear to be at least thirty-six.” Walsh 
(1935) records a case and states that “‘Szathmary collected 
1,412 cases of chorion epithelioma, of which 6.6% followed 
ectopic gestation "—that is, approximately 94 cases. Dafoe 
(1939) adds two more cases, the second of which is remark- 
able in that the patient survived, though metastases had 
occurred and the Aschheim—Zondek test was still positive 
One month after excision of the chorion-epitheliomatous 
tube. Smith and Werthessen (1941) record a case which 
presented with a hard nodular mass above the pubis and 
an exfoliative mass around the urethra nine months after 
an ectopic gestation. 

To these few cases one more is published in the hope 
that a surgeon finding his patient deteriorating after the 
Operation for ectopic gestation will not assume, as I did, 
that it is due to his own lack of skill or fortune until an 
estimation of the urinary gonadotrophins has been made 
and the more deadly possibility has been excluded. — 


Case REPORT 


The patient, aged 41, had her last regular mnie ‘utes 
from August 12 to 16, 1948. Clotted blood was passed for four 


days from September 26—that is, after six weeks’ amenor- 


rhoea. She had had nausea, heaviness of the breasts, and 
frequency of micturition, and complained of an ache in the 
buttocks and pains (“like labour pains”) in the abdomen.’ 

On examination on October 26 no sign of activity could be 
found in the breasts; the abdomen was tender. The vagina 
showed the heliotrope discoloration of: pregnancy, the uterus 
was retroverted, and there was a small tender swelling in the 
left tube. , A diagnosis of ectopic gestation was made and the 
patient was admitted to hospital. 

Laparotomy was performed on November 1. The abdomen, 
was opened through a transverse suprapubic incision. The 
left broad ligament was filled with a clotted haematoma 6 in. 
(15 cm.) in diameter. The uterus showed some hypertrophy. The 
right ovary was stuck to the floor of the pouch of Douglas. 
The left tube and ovary and broad ligament tumour were 
removed. As bleeding was troublesome the uterus was also 
removed, the better to secure the main vessels. Bleeding was 
thereby for the most part satisfactorily controlled, and the 
application of a piece of “ oxycel ” gauze produced haemostasis, 
whereupon the abdomen was closed. Convalescence was 
uneventful. 

In early January, 1949, the patient stated that she had been 
feeling fairly well until a week previously, when she had had 
aching pains in the pelvis and thighs and had been sick, and 
complained that the bowels had become “lazy.” 

The findings now were: “a thickening in the pelvic floor 
on the left side amounting almost to a tumour (N.B., blood 
clot ; bleeding ; oxycel).” Later in the month the findings were 
more definite. However, in view of the extensive nature of the 
first operation so recently performed it was decided to palliate, 
and if an abscess should form to drain it through the pouch 


of Douglas. A month later, however, the issue was forced - 


by the patient developing general peritonitis. 

The peritoneum was opened and drained, and the haematoma 
opened. Stinking greenish blood clot was removed, and 
blood began to well up. The only way to arrest it was by pack- 
ing. This was done, and on removal of the pack faecal material 
followed, intimately mixed with blood. Thereafter her con- 
dition was wretched indeed, but with the aid of penicillin and 
repeated transfusion she lived, steadily losing ground, wasting 
away, but never despairing. 

From time to time there was a suggestion of icterus, and 
about three weeks before she died an intractable cough began. 
Occasionally frothy sputum was produced but more often 
nothing at all. Clinical findings in the chest were absent, and 
skiagrams showed no evidence of growth. -A diagnosis of 
malignant disease, probably chorion epithelioma, was now 
made, and this was confirmed 48 hours later by the Friedman 
test. The patient was perfectly conscious to the end and not in 
pain. She died, unawaré that she was dying, of inanition, 
blood loss, and exhaustion from coughing. 

Necropsy revealed a necrotic mass in the pelvis which had 
eroded the sigmoid colon. The liver and brain were free from 
metastases. The lungs were very pale and the cut surfaces were 
uniformly stippled with bright-red dots about 1 cm. apart. 

Sections taken from the uterus, tube, and ovary. at the time 
of the original operation showed no evidence of chorion 
epithelioma. Sections taken at the post-mortem examination 
revealed the presence of actively dividing chorionic tissue in 
the pelvic veins and in the lungs. 


KEITH VaRTAN, F.R.C.S., F.R.C.O.G. 
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NON-GONOCOCCAL URETHRITIS 


Non-Gonococcal Urethritis, including the Genital Mani- 
festations of Local and Systemic Diseases and Infestations 
of the Urinary Tract with Protozoa, Metazoa, and Fungi. 
By A. H. Harkness, M.R.C.S., L.R.C.P. (Pp. 424; 167 

ustrations, 73 in full colour. £2 12s. 6d.) Edinburgh: 
E. and S. Livingstone. 1950. 


It is a real pleasure to read such a scholarly book as this. 
It consists essentially of a full critical review of the litera- 
ure together with the author’s own experiences and views. 
Few will deny that Dr. Harkness has made a thorough 
investigation of this subject, and even if they do not share 
his opinions these must be treated with respect. Many 
readers will be amazed at the mass of detail contained in 


this book and at the multiplicity of possible causes of non- ~ 


gonococcal urethritis, but there can be no doubt that this 
condition presents a far greater problem than gonorrhoea 
and is responsible for a large proportion of attendances 
at V.D. clinics. Perhaps the most attractive section is that 
on Reiter’s disease, but every line of the book should 
be read by the venereologist who hopes to complete his 
education. 

The author insists that keratodermia blennorrhagica is not 
due to the gonococcus, and he is prejudiced against the 
complement-fixation test for gonorrhoea. Admittedly this 
reaction is seldom positive nowadays in patients treated 
with penicillin, because all the organisms are usually 
destroyed before there has been time for antibody pro- 
duction, but there does seem to be a case for its use in 
such conditions as epididymitis, arthritis, and salpingitis, 
where it is almost always positive when the gonococcus is 
the causal agent. 

This book is a veritable mine of information on a sub- 
ject about which most practitioners know very little. There 
are 167 beautiful illustrations, 73 of which, in colour, could 
hardly be improved. There is a fuil bibliography set out 
under subjects at the end of each chapter,‘and an author 
index in addition to the general one. The book is. well 
produced and clearly printed. Many of the opinions 
ya are open to criticism, but the author writes with 
authority and every venereologist will profit by a careful 
study of its contents. 

T. E. Osmonp. 


CORONARY DISEASES 


Les Maladies des Coronaires. L’Infarctus du Myocardie ; 
l'Insuffisance Coronarienne. Ch. Laubry and P. Soulié. 
Second edition. (Pp. 618; figures. 2,400 francs.) 
Paris: Masson. 1960. 


The publication of the second edition of this book is 
an important event in cardiology. The seven years that 


* have passed since the first edition came out have witnessed 


the new impetus given to research by the ending of the 
war and, in the present instance,‘ by the Liberation. It 
is therefore not surprising that this treatise comprises a 
formidable body of new work; but what is remarkable 
is that, though knowledge in so many aspects of the sub- 
ject has grown rapidly and there is a time-lag in all the 
stages between writing and final publication, the authors 
have succeeded in presenting so up-to-date a volume. 
Comprehensiveness has its drawbacks as well as its 
merits. Detail may blur the vital outlines. Writing of the 
prodromal symptoms of cardiac infarction, the authors 


refer to an “intense asthenic state,” to extrasystoles, to 
transient unexpected dyspnoea, to fleeting pains, and to 
palpitations. It might be better to stress the fact that such 
symptoms were put in their proper “functional” place 
some decades ago, and that it is more important for them 
to be kept in this perspective than to risk raising false 
suspicions of myocardial disease by according them a 
possible portentous significance. 

This monograph states clearly the current concept of 
the cardiographic establishment of ischaemic myocardial 
disease. In effect, there are three recognizable phases: 
(1) ischaemia, (2) an ischaemic lesion short of necrosis, and 
(3) cardiac infarction with necrosis. Electrical analysis of 
the posture of the heart, of the heart in the frontal plane 
and the sagittal plane by standard and unipolar derivations, 
and by vectorcardiography and calculations of ventricular 
gradient complete the electrical assessment of a myocardial 
lesion. 

While this work deals comprehensively with theory, 
there is a wealth of clinical material and of symptomato- 
logy critically expounded with the realism and insistence 
on first principles characteristic of clinical medicine in 
France. On the subject of treatment the authors main- 
tain a conservative view. While accepting this, it is not 
easy to understand the cursory dismissal of anticoagulants 
in the therapy of cardiac infarction. But this is a current 
topic and possibly the authors should not be held to views 
expressed perhaps a year ago (publication date January, 
1950). 

Professors Laubry and Soulié have defined the current 
outlook on coronary syndromes in a masterly fashion. It 
is manifest that their own labours and researches are inti- 
mately interwoven in the fabric of modern cardiological 
knowledge. Moreover, since there is no other treatise on 
this subject of comparable value and authority in any 
language, it cannot be neglected by any student or 


practitioner of cardiology. 
K. SHIRLEY SMITH. 


SKETCH OF OSLER 


Osler as a Gastroenterologist. By Felix Cunha, M.D. 
(Pp. 57. £1 5s.) San Francisco, California. Copyright by 
Felix Cunha. 1948. 


Those fortunate enough to have met Osler find pleasure 
in any book which adds to their knowledge of him, or 
which gathers together material about a particular field of 
his activities. Dr. Joseph H. Pratt’s A Year with Osler, 
published last year, belongs to the former category, 
Dr. Cunha’s publication to the latter. 

The probable reactions of those who never een Osler 
are more difficult to assess, for he was a personality as 
well as a great physician, teacher, and writer, and how far 
a personality can survive death varies with the individual 
and with circumstances. Perhaps-with this in mind, 
Dr. Cunha has not confined himself to Osler as a gastro- 
enterologist, but has, by appropriate introduction of other 
details, to some extent brought Osler himself back into 
being. He has also reprinted Osler’s rare first publica- 
tion, “Christmas and the Microscope,” London, 1869. 


The combination has resulted in an interesting sketch of | 


a past era and of a prominent person in it, and at times 
such a sketch can convey the atmosphere of a period more 
successfully than a detailed, full-scale account. +The price 
of the book is, unfortunately, high in comparison with its 
length and will dissuade some would-be purchasers. 


K. J. FRANKLIN. 
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SOCIAL MEDICINE BOOKS RECEIVED 
Social Medicine: Its Derivations ‘and Objectives. Edited Review is not precluded by notice here of books récently ved 


by I. Galdston, M.D. (Pp 294. 22s.) London: Geoffrey 
Cumberlege. 1949, 


In 1947 the New York Academy of “Medicine invited a 
number of eminent doctors to take part in a discussion of 
social medicine ; the papers contributed have now been 
edited by Dr. Iago Galdston and published by the Common- 
wealth Fund. After reading the book converts to this new 
gospel may find themselves wishing that its admirable but 
elusive doctrine could be formulated in more precise terms. 
Social medicine, it appears, embraces a very wide field, 
which includes for the moment epidemiology, preventive 
medicine, medical economics, and the social complications 
of illness ; it leans towards psychiatry and nutrition. 

The difficulty, which paradoxically is crystallized by the 
diffuseness of the matter in this collection of papers, is that 
the term social medicine is currently used in two quite 
different senses. In the first place many people use it in 
reference to a personal exposition of the humanitarian or 
preventive traditions : it is better to prevent than to cure ; 
the doctor should consider patient as well as illness, family 
as well as patient, community as well as family. These 
and many other ideas are included, and it is in this general 
sense that most of the contributors to the conference of the 
New York Academy have written. Secondly, and more 
specifically, since 1943 social medicine has been used in 
Great Britain as the title of a number of university depart- 
ments. It would be unrealistic to expect these departments, 
which must be judged by the quality, number, and unique- 
ness of their research publications, to give direction to 
all the good-natured observations which have appeared 
under the broad banner of social medicine. 

A few words of consolation for the general reader, who 
by now no doubt has become reconciled to the fact that 
no definition of social medicine acceptable to all tastes is 
forthcoming : no branch of science was ever established 
in debate, and when questions of definition are taken too 
seriously research workers may find themselves merely dis- 
cussing what they would be doing if they were doing 


anything at all 
T. McKEown. 


MEDICAL RESEARCH 


Research in Medical Science. Edited by David E. Green 
Ph.D., and W. Eugene Knox, M.D. (Pp. 492. £2 8s.) 


New York: The Macmillan Company. 1950. 


The title of this book is not fully informative. It contains 
articles on growing points of medical research by 26 dis- 
tinguished contributors, including among British workers 
Burnett on viruses, Hogben on the methodology of medical 
genetics, and D. D. Woods on micro-organisms and vitamin 
Tesearch. The range of subjects includes research on 
psychiatry, by Karl A. Menninger, which reads like an 
apologia, and biochemical problems in sanitary engineering. 
Material is up to date to the end of 1948 and early 1949, 
and the book 1s well printed and produced. There is no 
index. It is difficult to review a book of this kind or to 
envisage the audience to which it will appeal, an audience 
which is already well served by journals and reviews. The 
individual articles are excellent, but they will remain in- 
accessible to most readers. Moreover, I think many of 


us find that we do not get as much out of reading a varie- 
gated book of this kind as from reading a monograph 
or textbook confined to a single field. 


L. J. Witts. 


Man is a Microcosm. By J. A. V. Butler. (Pp. 152. 10s. 6d.) 


London: Macmillan. 1950. 


Fundamentals of Physical Chemistry for Premedical Students. 
By H. D. Crockford and S. B. Knight. (Pp. 352. 34s.) London: 
Chapman and Hall 1950. ; 


The Pathology of Internal Diseases. By W. Boyd, M.D., 
FR.C.P. 5th ed. revised. (Pp. 866. 77s.) London: Henry 
Kimpton. 1950. 


Cranioplasty. By D. L. Reeves, A.B., M.D. (Pp. 119. 22s. 6d.) 
Oxford : Blackwell Scientific Publications. 1950. 


The Physio of Tissues and Organs. By D. H. K. Lee, M.D., 
M.Sc., D.T. F.R.A.C.P. 159. 30s.) Oxford : Blackwell 
Scientific Publications. 1950. 


Practical Bio for Medical ag Intermediate Students. By 
C. J. Wallis, M.A. 3rd ed. (Pp. 404. 21s.) London: William 
Heinemann. 1950. 


me of Diabetes Mellitus and Their Treatment. By A. R. 
cohen M.D. (Pp. 97. 16s. 6d.) Oxford : Blackwell Scientific 


Publications. 1950. 


Essay on the Cerebral Cortex. By G. von _ Bonin, 
(Pp. 150. 27s.) Oxford: Blackwell Scientific Publications. 


By W. F. Windle, Ph.D., Sc.D. 


M.D. 
1950. 


Asphyxia Neonatorum. 


(Pp. 70. 15s.) Oxford: Blackwell Scientific Publications. 1950., 
Clinical Applications of Suggestion and ipnosis. By 
W. T. Heron, M.A., Ph.D. (Pp. 116. 22s. 6d.) ord: Blackwell 


Scientific Publications. 1950. 


The nosis of Salmonella Types. By F. Kauffmann, M.D. 
(Pp. oe 16s. 6d.) Oxford: Blackwell Scientific Publications. 1950. 


Did Adelaide Bartlett ...? By G. Gwynn. (Pp. 178. 
9s. 6d.) London: Christopher Johnson. 1950. 


The British Encyclopaedia of Medical Practice. Edited by 
Lord Horder, G.C.V.O., M.D., F.R.C.P. Vol. 2. 2nd ed. (Pp. 711. 
60s. per volume.) London: Butterworth. 1950. 


Hay-Fever: A Key to the A ic Disorders. 
D.M. (Pp. 321. 42s.) London: William Heinemann. 


An Atlas of Cat Anatomy. By H. E. Field and M. E. Taylor. 
(Pp. 75. 28s.) London: Cambridge University Press. 1950. - 


Sc.D., F.Inst.P. 
1950. 


By J. Freeman, 
1950. 


A Manual of Physics. By J. A. Crowther, 
5th ed. (Pp. 594. 21s.) London: Geoffrey Cumberlege. 


The Springs of Conduct. By Sir John Parsons, C.B.E., F.R.CS., 
F.R.S. (Pp. 104. 7s. 6d.) London: J. and A. Churchill. 1950. 


An Introduction to Personality Study. By R. B. Cattell. 
(Pp. 235. 7s. 6d.) London: Hutchinson's University Library. 1950. 


Freud: nce of oe ey Edited by N. Fodor 
and F. Gaynor. $3.75.) New York: Philosophical 
Library. 1950. 


A Symposium on Steroid Hormones. Edited by E. S. Gordon. 
(Pp. 396. $6.50.) Wisconsin: The University of Wisconsin Press. 
1950. 


Leroy U. Gardner Memorial Volume, by various 


Pneumocontosis. 
1950. 


authors. (Pp. 659. $7.50.) New York: Paul B. Hoeber. 


Endometriosis. By C. Fernandez-Ruiz. (Pp. 235. No price.) 
Barcelona: Ediciones Byp. 1950 


Die Fokale Erkrankung des Kérpers. 
(Pp. 172. M. 8.50.) Stuttgart: Hippokrates-Verlag 


Aktive bei inneren FErkrankungen. By 
R. Trumpp. 148. M. 11.50.) Stuttgart: Hippokrates-Verlag. 
1950. 


By S. G. Fudalla 
1950. 
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TREATMENT OF RHEUMATOID ARTHRITIS 
WITH STEROIDS 


Eighteen months have elapsed since Hench and his 
colleagues’ at the Mayo Clinic published their first 
report on the results obtained by treating cases of 
rheumatoid arthritis with the steroid “compound E,” 
which was isolated by Kendall in 1936 from adrenal 
cortex and since named cortisone. Although the rheu- 
matic diseases are notorious for the frequency with 
which dramatic successes have been claimed for various 
forms of treatment, it was immediately apparent that 
here was something really revolutionary both in its con- 
cept and in the consistency of its success. 

During the past year tremendous efforts have been 
made in many parts of the world to find a cheaper and 
more plentiful substitute for cortisone, the supply of 
which is limited by the scarcity of raw material—namely, 
ox bile—and the complexity of the chemical steps by 
which the cholic acid of the bile is converted to 
cortisone. Callow’ has recently described a search for 
alternative raw material among plants in Nigeria. 
But, despite the extreme shortage of supplies of the 
drug, confirmation of the Mayo Clinic results was 
rapidly forthcoming from many experienced clinicians 
in N. America. Investigators in this country had to 
content themselves with minute quantities adequate for 
animal experiments on a small scale but quite insufficient 
for any kind of clinical trial. It will therefore come to 
most as a pleasant surprise that, thanks to the kindness 
of Dr. Philip Hench, at least one group of investigators 
here—Drs. W. S. C. Copeman, Oswald Savage, P. M. F. 
Bishop, Professor E. C. Dodds, and Drs. B. Gottlieb, 
J. H. H. Glyn, A. A. Henly, and A. E. Kellie—has been 
able to study the therapeutic effects of cortisone at first 
hand. The results of this first clinical trial in Europe 
are published in the opening pages of this issue. Of the 
five patients treated—each for ten days—four responded 
in the same dramatic fashion as Hench’s original 
patients, and the clinical improvement in the fifth case 
is described as marked. 

At the outset of such an investigation as this the 
difficulty had to be faced of determining criteria for 
assessing response to treatment in a disease so variable 


in its ceditaadiinn 9 and so unpredictable in its course 
as rheumatoid arthritis. A substance like cortisone, the 
therapeutic response to which is so unequivocal, is 
obviously invaluable as a yardstick with which to com- 
pare all other forms of therapy. Copeman and his 
colleagues have therefore wisely used the opportunity 
presented by this gift of a small quantity of cortisone to 
study its effects on patients and to compare them with 
those of several other related steroids, for some of which 
strong claims have already been made. Thus Davison 
and his colleagues* have described excellent results 
obtained with pregnenolone, and Henderson and his 
colleagues,* reviewing the conflicting results obtained 
with this steroid, concluded that further trials were 
justified. When compared with cortisone, however, it 
is apparent that its therapeutic effects are negligible. 
The London group of investigators also used andro- 
stenedione, dehydro-iso-androsterone, progesterone, 
and pregnadienolone in their comparative study, and 
found no evidence of clinical improvement with andro- 
stenedione, pregnenolone, or pregnadienolone in six, 
eight, and four patients respectively. A moderate 
response was seen in one of the twelve cases treated 
with progesterone (but this could not be repeated when 
the patient relapsed) and a slight response in one of the 
four cases treated with dehydro-iso-androsterone. These 
results are in complete agreement with those of the 
Mayo Clinic workers. In a recent review by Polley and 
Mason* the therapeutic activity of a large series of 
steroids and adrenal extracts was compared with that 
of cortisone. The only substances with activity com- 
parable with that of cortisone were “compound F,” 
adrenal extracts containing compounds E or F in 
adequate quantities, and pituitary adrenocorticotrophic 
hormone. From the large series of steroids studied 
it became apparent that antirheumatic activity was 
possessed only by steroid derivatives of cortico- 
sterone with the following attributes: a double bond 
between carbon atoms 4 and 5, an oxygen on carbon 
atoms 3 and 20, an oxygen or hydroxyl group on carbon 
11, and a hydroxyl group on carbons 17 and 21. Any 
single deviation from this essential structure resulted in 
complete loss of the activity. 

Of particular value in the London group’s study of 
the steroids was the development of a method for the 
clinical assessment of rapidly acting agents in rheuma- 
toid arthritis. 
for both the assessing clinicians and the patient to be 
ignorant of the nature of the substance under trial in 


1 Proc. Mayo Clin , 1949, 24,181. See also leading article in the British Medical © 


Journal, 1949, 1, 812. 
British 


4, 
British Medica! Jounal, i950, $10. 
Mee clin. Endocrinol.. 1950, 1 

8 British Medical Journal, 83h, 1, 1383. 
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the individual case—that is, whether the test substance 
or control material is being administered. By this means 
Quin, Mason, and Knowelden, whose paper was 
published in last week’s Journal,’ were able to show 
that the therapeutic effects of deoxycortone and ascorbic 
acid could be exactly matched by injections of saline, 
and it might reasonably be suggested that had similar 
controls been used by others the world-wide polemic 
that has arisen round this subject could have been 
avoided. Fortunately this first trial of cortisone in this 
country is free from such criticism. 

Also in this issue of the Journal we publish the results 
of a different type of treatment for rheumatoid arthritis. 
Dr. G. D. Kersley and his colleague at Bath have 
attempted to stimulate endogenous adrenocortical 
activity by the induction of insulin hypoglycaemia in 
forty cases and by electric convulsion therapy in eleven 
cases. It is obvious that with both these types of treat- 
ment the methods of test described by Quin, Mason, and 
Knowelden cannot be applied. Neither insulin hypo- 
glycaemia nor E.C.T. can be given without at least the 
patient being aware that something unusual has occurred. 
In assessing Kersley’s results, therefore, allowance must 
be made for the psychological effect of any new therapy, 
whatever its real value. Nevertheless, the clinical im- 
provement in 22 of the 40 patients treated by insulin 
hypoglycaemia is encouraging. From a comparison of 
these results with those obtained by injections of adren- 
aline in oil the authors conclude that hypoglycaemic 
stimulation of the adrenal is not mediated by adrenaline. 
They suggest rather a direct stimulation of the adrenal 
cortex, or possibly a synergistic action between insulin 
and endogenous cortisone as postulated by Henderson.’ 

Despite the enormous volume of work that has been 
directed towards solving the problem in the past year 
and a half we appear to be as far as ever from under- 
standing the mechanism by which cortisone produces 
its truly remarkable effects upon the rheumatic and 
related “collagen” diseases, though Selye’s* theory of 
the general adaptation syndrome has stimulated much 
discussion of the subject. There is no evidence of any 
primary failure of the adrenal cortex in these conditions, 
no indication from a study of the patient as a whole of 


_ any adrenal hypofunction. Should not the conclusion 


be, therefore, that the fault lies not in the adrenal cortex 
but at the peripheral sites of activity of these hormones? 
If that be so, greater knowledge of connective tissue 
metabolism may well throw light on this excessive 
demand for cortisone by the connective tissues of the 
theumatoid subject. Equipped with this additional 
knowledge clinicians will be closer not only to an 
understanding of the true aetiology of rheumatoid 
arthritis but also to a more physiological type of 
therapy. 


A SECRET REMEDY FOR CANCER 


We publish elsewhere correspondence between the 


Minister of Health and Mr. D. Rees Evans, whose 
treatment of cancer with a secret remedy has been 
described for the supposed benefit of the public by 
Picture Post. This was the subject of comment in a 
leading article in the Journal of September 16. What 
little comment there has been in the Press generally 
has been singularly uninformed. One wonders what 
the Press would have said if a medical man claimed 
to have a secret remedy for the cure of tuberculosis 
and at the same time intimated that such a cure could 
be effective only in his hands. 

Mr. Bevan has appointed a strong independent com- 
mittee to consider Mr. Rees Evans’s claims to have 
discovered a treatment for cancer—namely, Sir Robert 
Robinson, O.M., the President of the Royal Society ; 
Sir Alexander Fleming ; Sir Ernest Rock Carling ; and 
the Secretary of the Medical Research Council, Professor 
H. P. Himsworth. Mr, Bevan expresses the hope that 
Mr. Rees Evans will accept the offer, and adds this: “I 
must ask that you on your part will agree to abide by 
any decision which they may reach and, furthermore, 
that you will be prepared to submit to the committee, 
should they require it, full details of your materials 
and methods and will no longer insist that these 
can be disclosed only during the actual treatment of 
patients.” 

Some may doubt whether the evidence presented by 
Picture Post on behalf of Mr. Rees Evans would justify 
a serious inquiry by eminent scientists into the effects of 
a secret remedy which in one form or another has been 
in the hands of the Evans family for something like fifty 
years. We think it is a pity that on behalf of the public 
the Minister of Health did not see fit to condemn out- 
right the use of a secret remedy for the treatment of such 
a serious condition as cancer. Even if the remedy 
produced some benefit, secrecy in the treatment of a 
disease with such a heavy mortality is unpardonable. 
Whether Mr. Rees Evans is medically qualified or not is 
completely beside the point. The director of the most 
important medical research institution in this country, 
for example, has no medical qualification. We should 


have felt a little more reassured if Mr. Bevan had — 


insisted more pointedly upon the necessity for a full 
disclosure of the nature of the secret remedy before 
making this concession to popular clamour. Mr. Evans 
now says: “...I am perfectly willing to submit to 
the committee . . . whatever they may ask concerning 
my materials and methods.” Could he not have made 
this offer years ago to a properly accredited research 
organization, and shared then with mankind the benefit, 
if any, of a remedy he has hitherto kept secret ? 
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LIMITS TO S.H.M.0O. GRADE 


An important statement on senior hospital medical 
officers by the Ministry of Health, sent in the form 
of a circular to hospital boards, appears in the 
Supplement at page 162. It should go far to allay 
much of the dissatisfaction that has been felt about 
this grade. The decisions were taken by the Ministry 
after full discussion with the Joint Committee repre- 
senting consultants and specialists, and the committee 
itself sought the views of organizations representing 
certain specialties before giving its opinion to the 
Ministry. The principal change is that the grade of 
S.H.M.O. has been strictly limited. In future there 
will be no S.H.M.O. posts in general medicine, general 
surgery, obstetrics and gynaecology, cardiology, der- 
matology, otolaryngology, neurology, neurosurgery, 
plastic surgery, and thoracic surgery. A large part 
of consultant practice has therefore been defined where 
only consultant posts: may be offered. Only when a 
suitable candidate cannot be found to fill a consultant 
post in these specialties should the hospital board con- 
sider whether the duties can be rearranged so that the 


field of applicants may be extended—for example, to — 


part-time consultants. But if this policy fails, the 
vacancy may be readvertised as a S.H.M.O. post. 

The S.H.M.O. posts will be retained in the limited 
circumstances described in the circular. For instance, 
obstetric posts at antenatal and post-natal clinics, and 
in maternity departments which are under the general 
supervision of a consultant, may still have senior hos- 
pital medical officers appointed to them. Other posts 
in the same category include those in orthopaedics 
primarily concerned with non-operative work, paediatric 
posts at welfare centres and other posts chiefly con- 
cerned with child welfare, posts in geriatrics below the 
rank of head of a large department, and, in ophthalmo- 
logy, posts primarily concerned with non-operative work, 
such as refraction. - 

In the specialty of anaesthetics the circular makes 
clear that hospital establishments should include an 
adequate complement of widely experienced anaes- 
thetists of consultant status, but, in addition to this 
staff and to trainees, some hospitals may appoint assis- 
tant anaesthetists in the S.H.M.O. grade. Similarly, 
in departments of pathology, radiology, and radio- 
therapy a full complement of consultants and trainees 
will be required, but there may also be a need 
for a few senior hospital medical officers in certain 
circumstances. The Ministry draws attention to general 
practitioners’ being appointed to S.H.M.O. posts in some 
specialties, particularly anaesthetics, geriatrics, . and 
paediatrics. Hospital boards are specifically adjured 
not to establish any consultant or S.H.M.O. post in a 


specialty not mentioned by the Ministry without first — 


obtaining the Ministry’s approval. The circular includes 
detailed instructions on future appointments and revision 
of the present establishments. 

The statement is a welcome approach to the delicate 
problems of the S.H.M.O. grade, and’ the members of 
the Joint Committee are to be congratulated on having 
impressed the profession’s views so clearly on the 
Ministry. Much anxiety will be removed when these 
new arrangements are put into effect. 


ROSEOLA INFANTUM 


Roseola infantum is a common but little-known infectious 
disease of young children which has received too little 
attention in the past. Many medical men are unfamiliar 
with it, and it is usually unrecognized. The principal 
reasons for this regrettable state of affairs are inadequate 
instruction of medical students in the features of the 
disease and scanty references to it in medical literature. 
Even textbooks on infectious diseases often fail to describe 
it adequately and to emphasize its importance, and several 
recent papers'*® on the subject are therefore welcome. 
This exanthem is a relatively benign disease and seems 
usually to occur sporadically. In the U.S.A. the condi- 
tion is generally known as exanthem subitum, and it has 
also been called “sixth disease.” Berenberg, Wright, and 
Janeway’ believe that “there is increasing evidence that 
exanthem subitum is probably the most common febrile 
exanthem under 3 years.” This may seem an extrava- 
gant claim to some, but there is no doubt that roseola 
should always be considered in the differential diagnosis 
of an unexplained high fever or a morbilliform eruption 
occurring in early childhood. 

The peak incidence is in the second year, and 95% of 
the patients are aged between 6 months and 3 years. It 
occasionally occurs in the newborn and in school-children, 
but rarely in adults. The incubation period is 8 to 15 days. 
Fever is usually the first sign to attract attention: it is 
remittent, and temperatures of 102° F. (38.9° C.) to 105° F. 
(40.6° C.) are the rule ; it usually persists for three to five 
days and ends more often by crisis than by lysis. There 
is remarkably little, if any, malaise in most cases, but 
restlessness and irritability may be observed when there is 
high fever. Older patients occasionally complain of head- 
ache and abdominal pain. One of the characteristic 
features of the disease is the late appearance of the rash; 
its eruption either coincides with the end of the pyrexia 
or follows within a day or two. The rash is rose-pink and 
consists of small discrete macules which fade on pressure. 
It is almost indistinguishable from the rash of rubella, but 
its distribution is less widespread ; it predominates on the 
trunk and neck and may appear on the proximal parts of 
the limbs, but the face usually escapes. The eruption 


1 New Engl. J. Med., 1949, 241, 253. 
L? Jackson, D. C., Med. J. Aust., 1949, 2, 52. 
f.. ® James, U., and Freier, A., Arch. Dis. Childh., 1949, 24, 54. 
4 Barenberg, L. H., and Greenspan, L., Amer. J. Dis. Child., 1939, 58, 983. 
5 Cushing, H. B., Canad. med. Ass. J., 1927, 17, 905. 
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without residual pigmentation. Occasionally it fades 
within two to four hours. Its fleeting nature in some 
cases, and its absence from the face, account for the ease 
and frequency with which this clue to the diagnosis is 
overlooked. Slight enlargement of the posterior cervical 
lymph nodes is a constant feature, though it is easily 
missed, and catarrhal pharyngitis and mild otitis media 
are often found. A few of those affected are acutely ill. 
Febrile convulsions are the commonest complication, but 
they are seldom serious. No fatalities have ever been 
reported, but Berenberg and his colleagues believe that 
the patient may occasionally die in the acute stage before 
diagnosis is possible and that this disease may sometimes 
be a cause of sudden death in infancy. The blood picture 
is characteristic. There is a slight neutrophilic leuco- 
cytosis on the second day, but this is rapidly followed 
by a neutrophilic leucopenia, with a consequent relative 
lymphocytosis, which appears on the third day, The 
neutropenia is most obvious towards the end of the febrile 
period, when the total white-cell count may fall below 
2,000 per c.mm. The white-cell count usually returns to 
normal within a week. 

The differential diagnosis of roseola is important. The 
outstanding features of the disease are the age incidence 
and the time relation of the fever and the rash. In the 
acute febrile stage it is most often thought to be acute 
pharyngitis, otitis media, or pneumonia, and because of 
the height of the fever chemotherapeutic or antibiotic 
drugs are often unnecessarily administered. When the 
rash appears it is often mistaken for a toxic rash or 
miliaria, or, when drugs have been given in the acute 
stage, for a drug rash. Drug rashes may take any form 
but seldom resemble roseola in either distribution or 
appearance. Though roseola may be mistaken for 
rubella because of the similarity of the rash and greater 
familiarity with the latter disease, there are several distin- 


guishing features. The rash in rubella is more widespread 


and usually involves the face, and the macules frequently 
coalesce. Rubella may also be distinguished by the absence 
of a high temperature, the early appearance of the rash 
during the febrile stage, the occurrence of cases in epi- 
demics, and the higher average age incidence. Measles, 
scarlet fever, and infectious mononucleosis should all be 
considered, though they seldom cause difficulty in diagnosis. 

The infectious nature of roseola is not as apparent as 
that of the other exanthemata, because the youth of the 
patients diminishes the opportunities for epidemic spread ; 
but the occurrence of outbreaks in children’s institutions,‘ ° 
and even in nurseries for the newborn,* proves its infec- 
tious nature. The causal organism is almost certainly a 
filterable virus, but none has yet been isolated. One 
attack confers permanent immunity. Berenberg and his 
colleagues believe that infection with the roseola virus 
may be almost universal in the first three years of life. 
They base their hypothesis on the following grounds : 
first, widespread dissemination of the infective agent, 
largely by numerous adult carriers; secondly, universal 
susceptibility after disappearance of the congenital passive 
immunity conferred by the mother’s specific antibodies ; 
and, thirdly, the presumed existence of atypical modified 
forms of the disease such as occur in other virus diseases. 


usually persists for 24 to 48 hours and fades completely 


Such epidemiological features would account for the 
sporadic occurrence of roseola and the usual absence of 
known exposure to cases. Treatment is symptomatic and 
consists chiefly in administering antipyretic drugs and tepid 
sponging. Anticonvulsant drugs such as phenobarbitone 
should be given to children who are known to be subject 
to febrile convulsions. 


PREGNANCY AND PULMONARY TUBERCULOSIS 


The effect of pregnancy on pulmonary tuberculosis affords 
a subject for perennial discussion, the most recent being at 
the Annual Meeting of the B.M.A. in Liverpool last July. 
This is, of course, a serious medical and social problem, 
for Schaefer? has pointed out that, while the incidence of 
phthisis in pregnancy is of the same order as heart disease, 
it is at least four times more lethal a combination. Radio- 
logical examination of the chest should therefore be a 
routine practice in pregnancy. The view generally held 
to-day has been well summarized by Turner,* who states 
that in a minority of cases pregnancy is a direct cause of 
deterioration ; in another and probably larger minority it 
exerts a beneficial effect, while in the majority it has 
no obvious influence on the disease. Turner, however, 
goes further than most when he claims that the onset of 
phthisis or reactivation of quiescent infection is most likely 
to occur in the first four months of pregnancy and in the 
first four weeks after labour. Obstetricians admit that the 
physical exertion of labour, especially if prolonged, may 
be harmful. In fact Schaefer advises resort to elective 
caesarean section in primigravidae with far-advanced 
disease or when labour appears likely to be prolonged. 
But gynaecological pathologists would not in the main 
support Turner’s theory that aggravation in the early 
months might be due to the implanting ovum disturbing 
endometrial tuberculous follicles, thereby allowing direct 
entry of tubercle bacilli into the blood stream. 

Turner has also suggested that oestrogen exerts a benefi- 
cial and chorionic gonadotrophin an adverse effect on 
tuberculosis, and that the high level of circulating chorionic 
gonadotrophin is responsible for the aggravation of the 
disease and thus for the peak incidence in early pregnancy. 
In support of this last point he puts forward figures show- 
ing that the survival rate is appreciably higher when early 
abortion occurs spontaneously than when therapeutic abor- 
tion is performed. This may be so, but the reason given— 
namely, that spontaneous unlike therapeutic abortion is 
likely to be accompanied by a diminution in the chorionic 
gonadotrophin and an increase in the oestrogen levels— 
is open to question. Most of the recent papers and discus- 
sions indicate that therapeutic abortion is becoming less 
widely practised and that when it is performed the deciding 
factor is more often social than strictly medical. Although 
a truism, it is worth repeating that the best results are to 


be obtained when the tuberculosis and the pregnancy are. 


treated concomitantly and adequately. In this connexion 
it appears that neither streptomycin therapy nor thoraco- 


1 British Medical Journal, 1950, 2, 271. 
2 Amer. J. Obstet. Gynec., 1949, 58, 503. 
3 Lancet, 1950, 1, 697. 

4 Brit. J. Tuberc., 1946, 44, 10. 

5 J. Bone Jt Surg., 1950, 32-B, 307. 
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PREGNANCY AND PULMONARY TUBERCULOSIS 


plasty is contraindicated in pregnancy. When well-equipped 
maternity units are provided in sanatoria many present diffi- 
culties will be overcome. 

At Black Notley Hospital, in Essex, a maternity unit 


- for tuberculous women was opened in 1937, and more 


than 300 patients have now had their confinements there. 
C@hen‘ has discussed the treatment of those suffering from 
pulmonary tuberculosis, and more recently Wilkinson*® has 
investigated the effect of pregnancy on 32 married women 
with skeletal tuberculosis, most of whom were treated at 
Black Notley. He concluded that no serious harmful effects 
have been caused by pregnancies going to full term. Some 
time must elapse before additional special units can be 
opened, and meanwhile co-operation between obstetrician 
and physician should be close, and the practice of setting 
aside in maternity hospitals a number of beds for tubercu- 


lous pregnant women should be encouraged and extended. 


‘DISTINCTION DENIED 


An unfortunate anomaly by which certain consultants 
are debarred from receiving one of the distinction awards 
is discussed in a letter at page 887. Apparently some con- 
sultants who hold contracts with hospital boards in the 
Health Service to work unpaid and in an honorary capa- 
city are not eligible for distinction awards. A minis- 
terial ruling on the matter has been given in a document 
sent to members of hospital boards and others, and it 
‘states that “consultants who hold only unpaid appoint- 
ments in the hospital service cannot be eligible for awards 
(with the exception of some clinical teachers and research 
workers). The purpose of the distinction awards system 
is to select consultants for the higher rates of remunera- 
tion, and it is therefore inapplicable to consultants who 
are not remunerated.” 

Though the financial harm to the consultants concerned 
is obvious, our correspondent indicates that these consul- 
tants are anxious on other grounds. A distinction award 
is from its description a hallmark of distinction. The 
names of those hélding them are not to be published, but 
the secret cannot be kept long, for the administration of 
them is itself enough to distribute the knowledge widely. 
It will soon become known in a hospital, or a hospital 
group, that a certain consultant has not received an award ; 
some people will know why, but others may not. Again, 
there is some healthy rivalry between hospitals, particu- 
larly between those renowned for the skilful and original 
work of their staffs. If one hospital has 20 men with 
distinction awards and another only 15, invidious com- 
parisons are bound to be made. The future selection of 
consultants for higher awards from among those hold- 
ing lower awards is apt to be vitiated if the choice is 
disproportionately small in a hospital where there is a 

,high number of consultants eligible on merit for holding 
the lower awards, but debarred by this ruling from 
doing so. 
Since these honorary consultants hold contracts with 
their hospital boards, there seems to be no administrative 
objection to paying them the awards and thereby con- 
ferring what they are more concerned about—the label 


“that indicates their colleagues consider them worthy of 
distinction. Alternatively, they could be given the distinc. 
tion, and the money could be put to other purposes. 

Consultants who do part-time paid work are eligible 
for a fraction of the distinction awards proportionate 
to their paid work. It may be argued that, since the 
fraction of the award diminishes in accordance with the 
amount of paid work done, therefore a man who does 
no paid work is not eligible at all. But this overlooks 
the fact that a man doing unpaid work does so many 
sessions a week—work for the Health Service and sessions 
which can be counted. The amount of the award could be 
given proportionately to the amount of unpaid work 
done. To withhold distinction awards altogether from 
these people, some of whom are known to be outstanding 
men in the profession, is an incongruity that should be 
examined. 


THE PATIENT’S NEEDS 


“ The hospital, grey, quiet, old. . . . These corridors and 
stairs of stone and iron, cold, naked, clean—half-workhodse 
and half-gaol.” So William Henley wrote of the Old In- 
firmary, Edinburgh, in 1873. Although present-day patients 
have no reason to be so unflattering about their hospitals 
they still have some grounds for complaint about their 
environment and the routine to which they are subjected 
while undergoing treatment. This has found expression 
in Miss Olive Matthews’s booklet Hospital Improvements.' 
She has studied 24 hospitals in England, Holland, Southern 
Rhodesia, and South Africa, and has been able to list, from 
the patient’s viewpoint, the most irksome details of hospital 
life which are usually completely outside the thoughts of 
the medical staff. 

Her critical eye strays from bedside lockers to occupa- 
tional therapy, from clothes cupboards to the view from 
the patient’s window. She finds the conventional locker 
ill designed, usually containing a jumbled-up mixture of 
food, soap, cigarettes, and books. She recommends a small 
open trolley like a dinner-wagon with sets of shelves which 
would give easier access for the patient who used it and 
the nurses who had to clean it. Bed-tables should be in 
the form of a bridge on wheels that pushes over the bed, 
and preferably equipped with a centre book-rack. 

The author condemns the screens perpetually carried 
round: from bed to bed by the nurses, and favours cur- 
tains on runners from the ceiling, which transform a ward 
in a minute into a collection of cubicles. Most patients in 
a hospital ward fortunately do not feel particularly unwell 
—they are recovering or being investigated. Their main 
enemy is boredom, and the hours pass like milestones to 
a tired walker. Miss Matthews is anxious that a library 
service should be available in all hospitals and that patients 
should have no difficulty in buying their morning news- 
paper, and she is ready to praise the occupational thera- 
pist. Visitors, the finest antidote to boredom, should be 


admitted daily, preferably in the evening, for then is more. 


convenient for the visitors and lightens a particularly heavy 
few hours in the patient’s day. For those who have become 
permanent residents in hospitals, and who have no relatives 
or friends to visit them or write to them regularly, she 


3 Hospital I vements. O. Matthews. Published . 1950. 
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THE PATIENT'S NEEDS 


. 


suggests a voluntary service of pen friends to write to their 
adopted patient not less than once a month. “ The amount 
of satisfaction given,” she says of such letters, “is out of 
all proportion to the effort made.” 

Miss Matthews particularly dislikes (and so, it appears, 
does the irrepressible G.B.S.) the early-morning wash, 
which has become good-humouredly accepted as an 
inescapable unpleasantness of ward routine ; but why, she 
asks, should it be an unmovable rite? The occurrence that 
determines the time of washing early in the hospital day 
is the arrival of the medical staff between 9 and 10 a.m. 
There is so much work to be done in the ward before that 
time that washing the patients is usually the duty of the 
night nurses. If the doctors could be persuaded to come 
later or the nurses’ hours of duties rearranged the patients 
could sleep longer. Would this reorganization be worth 
while? Miss Matthews is emphatic that it would. 

The modern hospital has private charity and the Poor 
Law as its ancestors: they have left their image stamped 
on their descendant. Entering a hospital is to most patients 
a crisis in their life and an experience of great disquietude. 
Some of the suggestions made by Miss Matthews for 
making the patient more comfortable, bodily and mentally, 
are impossible without adding to hospital budgets. Many 
require simple common sense and kindness from hospital 
staffs, and should therefore have no obstacle to their imme- 


diate fulfilment. 


INDUCED BACTERIAL ANTAGONISM 

More than 25 years ago Schiller and others claimed to 
have shown that bacteria can be “ induced” to form anti- 
biotics by feeding them on the other species which these 
substances are to attack. Superficially the well-known 
work of Dubos, which led to the discovery of gramicidin, 
might be supposed to exemplify this process, although the 
mechanism concerned was almost certainly selective and 
not adaptive. This subject, which is clearly of great impor- 
tance, has been thoroughly restudied at Oxford by Savage 
and Florey.! They copied the methods of Schiller and 
others as far as possible, but applied them more thoroughly 
and stringently, as well as devising a new method of 
their own. In the first place the chosen “ antagonists ” 
(B. licheniformis and Proteus vulgaris) were cultivated on 
agar containing no source of nutriment except cells of 
the “ victims ” (Bact. coli and C. xerosis). During repeated 
transfers on this medium growth improved, the antagonists 
having evidently learned to utilize the victims as nutriment 
and in some cases developed the capacity to lyse them. 
Nevertheless no antibiotic was developed. The living cells 
of the victims were unaffected, as judged by tests in streak 
and cylinder plates, except that B. licheniformis continued 
to form the same small amount of a substance inhibiting 
the growth of C. xerosis. ‘Results were of the same nature 
when Proteus was cultivated serially in a suspension of 
tubercle bacilli containing diminishing traces of peptone as 
the only other source of nutriment. Finally, an ingenious 
mechanism was devised for making regular additions of 
a suspension of Bact. coli to a culture of Proteus, with the 
aim of keeping the latter continuously in the logarithmic 
phase of growth: this was equally without effect in 
inducing antagonism. 


‘1 Brit. J. exp. Path., 1950, 31, 17. 


These experiments do not prove that there is no such 
thing as induced antagonism, since it may be objected that 
the wrong species were chosen, but they make it seem very 
probable that earlier work in which this phenomenon is 
supposed to have been demonstrated was in some way 
faulty. They make it clear for the first time that capacity 
to use bacterial cells as nutriment or to lyse them may exi 
or even be developed in another species unaccompanied by 
the formation of any substance which affects the living cell 
of the victim. This was perhaps to be expected. Anti- 
biotics are not enzymes, and when they cause lysis this 
is a secondary and not the primary effect. What might, 
from a study of the older literature, have seemed a promis- 
ing way of evolving new antibiotics is now less likely to 
engage the time of other workers unprofitably. 


RELIEF OF MUSCLE SPASM IN POLIOMYELITIS 


So-called “muscle spasm” in poliomyelitis is a complex 
problem. Denny-Brown! considers that three varieties of 
the condition must be considered : one is contracture, one 
is a response to the meningeal reaction, and yet a third type 
is a transient increase of stretch reflexes. Some exponents 
of hot-pack methods of treating muscle spasm believe that 
by relieving it they are minimizing the degree of paralysis 
and even assisting some form of regeneration of nerve to 
occur. There is no firm evidence in support of these views, but 
nevertheless the relief of spasm seems very desirable if only 
to alleviate pain and to facilitate the all-important early pas- 
sive movements. There is of course no point in treating 
“ spasm ” when there is none, and many cases of poliomye- 
litis show little or none of this abnormal muscle sensitivity. 
Further, the muscles with prolonged spasm are those which 
will not be paralysed, but by their unopposed action are liable 
to develop shortening and contracture. Many drugs have 
been used in recent years for the relief of muscle spasm. 
Among these may be mentioned curare and neostigmine, 
but these have not become popular. Recently Smith and 
his co-workers? have advocated the use of sympatholytic 
drugs such as “ pristoline ” and report its use in 663° cases 
of acute poliomyelitis. It seems from this report that the 
treatment was symptomatically often beneficial, though it 
caused vomiting in over 500 cases. Patients with bulbar 
and respiratory paralysis were not included in the series. 
Unfortunately the method of testing the value of the drug 
was somewhat uncritical, and the authors made no attempt 
to record the duration and severity of muscle spasm in an 
untreated series. Their method of dosage was to push the 
drug until flushing was noted, and this flushing dose was 
then repeated every three hours during the day and every 
four hours at night throughout the patient’s stay in hospi- 
tal. This intensive method may be necessary, but a trial 
of different methods of administration is needed. In con- 
clusion these workers rightly emphasize that no treatment 
is known to influence the effect of the virus on the nervous 
system. It was also a disappointment that Denny-Brown 
in his electromyographic studies found no reason to believe 
that there is regeneration of nerve fibres in poliomyelitis. 


1 Arch. Neurol. Psychiat., Chicago, 1950, 64, 141. 
2 J. Amer. med. Ass., 1950, 144, 213. 
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THE CARDIOGRAM 


REFRESHER COURSE FOR GENERAL PRACTITIONERS — 
THE CARDIOGRAM IN CLINICAL DIAGNOSIS AND PROGNOSIS 


Il. PRACTICAL APPLICATIONS 


BY 


TERENCE EAST, M.A., D.M., F.R.C.P. 
Senior Physician and Physician in Charge of Cardiological Department, King’s College Hospital 


There are two main clinical uses of the cardiogram. The 
first is in the diagnosis of disorders of rhythm, and the 
second is in the detection of disease of the myocardium. 
Rhythm disorders may sometimes be due to myocardial 
disease. 


The Patient with a Cardiac Arrhythmia 

In the matter of the arrhythmias the cardiogram gives 
final and complete diagnosis in almost every case. For 
the most part the standard bipolar leads suffice, unless 
special study of auricular activity is called for, when the 
precordial lead from either edge of the sternum or the 
unipolar lead from the left foot (VF) will show it well. 
Oesophageai leads are useful in this respect too. 

The common arrhythmias can usually be fairly easily 
diagnosed at the bedside, with unaided senses, if their 
nature is properly understood and a careful history is 
taken. This should not be outside the competence of the 
general practitioner. 

A bradycardia may cause difficulties, but, should the 
vagus be the cause, there is always exercise or atropine 
to show it (Fig. 2). A regular tachycardia of, say, 150 may 
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Auricular rate 250. As usual, the 
The ventricular rate 
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infarction. 


Fic. 2.—Auricular flutter. 
flutter oscillations appear only in two leads. 
is slow, 55, owing to complete heart block, and i 
systoles (E.S.). Q, suggests past anterior myocardia 
cause difficulties. Here, again, the vagus comes in useful 
owing to the increase in its tone that can be caused by 
pressure on the carotid sinus, a most valuable clinical 
procedure. The premature beat should rarely fail to be 
diagnosed. 

Heart block may be undiagnosable in any stage in some 
cases. The minor grade of incomplete heart block can 
be detected only by measuring the P-R interval. The drop- 
ping of beats can usually be diagnosed by auscultation, 
but some are very difficult if many beats are dropped and 
the conduction times are varying. The changeless brady- 
cardia of complete block is usually easily diagnosed, but 
pronounced bradycardia is not always present, and pre- 
mature beats may complicate the picture. 


Delay of conduction in the ventricles is usually caused 
by block of either branch of the bundle of His. This may 
be due merely to local disease or, more usually, may be 
an indication of widespread trouble. The defect cannot 
be certainly diagnosed clinically, but there may be sugges- 
tive clinical evidence of asynchronous ventricular contrac- 
tion. Not that this is always due to bundle-branch block, 
for instead of pathological tardy activation of one ventricle 
it is possible to have physiological prior activation of one 
ventricle. But it is safe to conclude that any delay in 
the spread of the impulse from auricle to ventricle, or 
within the ventricle, is mostly due to disease. 

Auricular fibrillation should rarely be missed, but if the 
rate is slow there may be difficulty, as the variation. in 
spacing is so slight. If there is any doubt at all a cardio- 
gram should be taken (Fig. 3), for mistaken diagnosis may 
have serious conse- 
quences. There are THE 
a number of rare f 
and curious distur- [ight 
bances of function— jj 
often harmless yet 
of academic interest 
and a joy to the ex- EEE: 
pert, which he would t 
be sorry to miss— Hf 
that may be stumbled 
on in this way. f +H 

arrhythmia may. be 
transient and capri- 
cious, and therefore t 
it may not be re- HH 
corded because the HE 33 H 
be normal at the 
Sometimes very long 
records are needed Fic. 3.—Auricular fibrillation. Note 
for its full elucida- fibrillary waves in Lead III, inversion of 
tion. But the history pet vir b = variation in the 
taken by the expert 
may give, or very nearly give, the diagnosis even when no 
disturbance of function is present. 

The study of the arrhythmias depends on the fact that 
the cardiogram shows the site at which any impulse started, 
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the course which it followed, and the time taken in its~ 


spread. These three pieces of evidence provide all the infor- 
mation available for diagnosis. If the source and the course 


of the impulse are abnormal, the form of wave in the | 


cardiogram will be abnormal. The circus movements of 
the impulse in the auricle or ventricle are well demon- 
strated by suitable leads. Here systole (and its P wave) 
is abolished and the fibrillation or flutter waves are sub- 
stituted. The prognosis will to a large extent depend on 
the nature of the arrhythmia. Some types are trivial and 
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some are grave in their significance; their importance 
depends to some extent on their association (the company 
they keep). By this I mean the question of the presence 
of any underlying disease in the heart. This may be 
apparent clinically, or the cardiogram may reveal it when 
hitherto unsuspected. 

The solution of a curve of arrhythmia is usually simple. 
Occasionally it may be very difficult even to the most expert. 
Long study of cardiograms makes one realize that the 
repertoire of the tricks a heart may play is almost 


inexhaustible. 
Myocardial Disease 

Lesions of the heart muscle may provoke symptoms of 
inefficiency by causing undue breathlessness on exertion ; 
the age, habits, weight, and personality of the patient, the 
physical efficiency of the breathing apparatus, and the pos- 
sibility of anaemia must be fully considered. Clinical exami- 
nation may reveal no abnormal physical signs at all, and 
every lead of the cardiogram may be perfectly normal, and 
yet the heart may not be healthy. It must be emphasized 
once again that normal curves do not exclude disease. 
On the other hand, a supposedly healthy person—for 
example, an elderly candidate for life assurance—may be 
shown cardiographically already to have silent lesions which 
will cause trouble in the future. The strict correlation 
between pathological curves and pathological states in the 
heart muscle is often far from close. Disease found at 
necropsy may not have changed the cardiogram materially, 
nor may examination of the myocardium: reveal the cause 
of an abnormal curve. The microscope may show but little 
in a heart that has actually failed. 

Probably the closest correlation is to be found in lesions 
of an ischaemic nature, when they are large enough. 
Cardiac ischaemia usually causes the clinical symptom of 
the typical substernal pain, and here, again, careful atten- 
tion to the patient’s story of his symptoms is probably 70% 
of the diagnosis. Indeed, I must stress that this applies to 
the full diagnosis in any patient supposedly suffering from 
heart disease. 

To approach the subject more closely, a few general prin- 
ciples may be briefly touched on. In the auricles disease 
is not of great importance. The two chief disturbances of 
auricular function—the circus movements of fibrillation 
and flutter, and auricular paroxysmal tachycardia—have 
no constantly recognizable pathological changes associated 
with them. Rarely, the auricular wave may be modified 
by auricular enlargement (better detected by screening) or 
by infarction. 


It is in the ventricles that the morbid changes are to be 


sought. Here disease may be widespread or local. Toxic, 
metabolic, and biochemical causes may underlie the former, 
and local ischaemic changes due to vascular disease may 
produce the latter. The morbid process may interfere with 
the spread of the activating impulse for contraction, which 
is now regarded as a process of depolarization, or with the 
process of repolarization that succeeds it, restoring the cells 


to a condition ready for the next systolic contraction. These - 


defects are reflected in the first part of the ventricular com- 
plex (QRS) for the former, and in the T wave or RS-T 
interval in the latter. But the range of the normal varia- 
tions for the ventricular complex is very wide. As already 
Stated, the position of the heart in the thorax, depending 
on various degrees of rotation about possibly three axes, 
Modifies the curve a great deal, and much experience is 
— to say that this or that curve is within normal 

its. 

The best way to proceed with this discussion seems to 
be to select certain clinical types of case and to show how 


the practitioner may be helped by the cardiogram, and 
also to mention, perhaps chiefly for interest, some condi- 
tions in which the abnormal cardiogram provides indica- 
tion about the degree to which the heart may be involved. 

It must be emphasized that the cardiograph is not a 
penny-in-the-slot machine which produces the diagngsis 
complete. The cardiogram is only one detail in the clini- 
cal picture—its importance can be assessed only by seeing 
the picture as a whole. The full significance of any curve 
is appreciated only if the complete clinical background is 
known. In order to make a diagnosis a thorough know- 
ledge of the individual under investigation is necessary. 


~The art of prognosis depends on the accurate assessment 


of the significance of as many relevant points in any given 
case as possible, viewed from experience of a8 many cases 
of that sort as possible. A prognosis that hangs on one 
peg will soon fall. The cardiogram is only one relevant 
peg, on which too much weight must not be hung. 


Diagnosis of Angina Pectoris (Transient Myocardial 
Ischaemia) 

The history is the important thing in making a diagnosis. 
If there are already pathological changes in the heart muscle 
the cardiogram may show abnormal features. A normal 
curve will not exclude the diagnosis. It is known that 
curves taken during the pain may become abnormal tem- 
porarily, so some workers have deliberately tried the effect 
of provoking pain by exertion to see whether the curve 
becomes abnormal. Another method is to make the patient 


_ breathe air with a low concentration of oxygen (these prac- 


tices have not become popular in this country) ; even then 
the pain may be felt and the curve remain normal. There 
is also some risk. And quite healthy persons may produce 
abnormal curves in such conditions. 


Diagnosis of Myocardial Infarction 


Experimentally, the cutting off of the blood supply to 
some of the myocardium caused changes in the cardiogram 
in a few moments. These may disappear if the circulation 
is restored. Myocardial infarction is an irreversible process. 
Occlusion of a coronary artery very soon produces a change 
in the cardiogram. The type of abnormality which results 
goes through progressive phases. These may be extended 
over some length of time, from hours to days: as a rule 
they are quite typical and are easily recognized. 

By means of multiple unipolar leads it is often possible, 
when the infarct is in the front of the left ventricle, to map 
out its extent. Antero-septal, anterior, and antero-lateral 
types can be recognized. It may be possible to determine 
whether the whole thickness of the wall of the ventricle is 
involved. To be able to gauge the degree and extent of 
the damaged area in this way is obviously very important. 
As the changes pass through progressive phases it is pos- 
sible to say whether the infarct is new or old. Thus it may 
be determined that infarction has occurred in a patient who 
has given no clear history that it has happened in the 
past. Some infarcts develop without paim and may be over- 
looked in consequence. Some ischaemic changes are gradual 
and symptomless. The cardiogram, as already indicated, 
enables the site of the infarct to be located (Fig. 4). Those 
which form at the back of the heart are less accessible. The 
unipolar lead from the left foot (and, as a result, standard 
Leads II and III) usually shows them. Oecsophageal leads 
may be useful in detecting these lesions, but they are not 
easy to employ. 

More than one infarct is sometimes located. To, be able 


to estimate fairly accurately the extent and degree of the 
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recovery 
large lesions. 


On the other 
hand, small lesions 
may not affect the 
curve, or not to the 
extent to enable a 
precise diagnosis to 
be made. One 
may, in fact, find 
large ischaemic 
lesions at necropsy 
in cases in which 
cardiograms had 
shown very little 
abnormality. A 
negative finding, as 
in other instances, 
may not exclude 
pathological 
changes, and the 
clinical side of the 
diagnosis must pre- 
dominate. 


The taking of serial curves is often very useful in certain 
types of abnormality. In these a return to normal may be 
noted. The curves are not typical of infarction, and infor- 
mation about the transient pathological state underlying 
them is meagre, but there is reason to suppose that in these 
patients, who have suffered attacks of cardiac pain, the 
prognosis is much better than in those in whom irreversible 
disease in the form of infarcts has developed. 

But in all these cases of ischaemic disease the prognosis 
will depend, first, on the after-effect of any one lesion on 
the cardiac efficiency, and, secondly, on the unknown 
chances of another attack. In addition, all the other perti- 
nent factors peculiar to each individual case must be con- 
sidered—his personality, body build, family history, age, 
and so forth. The value of the cardiggram in prognosis in 
most of these patients is relatively small. The cardiogram 
pe nothing about cardiac efficiency or the liability to 

ure. 


Fic. 4.—Infarction of lateral wall. 
There is depression of S-T interval in 


Leads I and Il and deep depression of 
ST junction in V, and V,. Auricular 
premasure. systoles are present in Leads I 


Toxic and Metabolic Disorders 


After an infectious illness some patients develop cardiac 
symptoms. These are usually of the type associated with 
effort syndrome—fatigue, palpitation, tachycardia, breath- 
lessness—and may be regarded as a general lowering of 
ability to undertake exertion. How far a toxic myocarditis 
may exist as-a pathological entity in such cases is open 
to question. But there is no doubt that in some instances 
there may be an abnormal appearance in the T wave of 
the ventricular complex, or of the RS-T interval. This is 
a sign of some importance. There is iittle doubt that in 
course of time the normal appearance will be resumed, but 
if such indications of an unhealthy state in the myocardium 
are discovered, there is definite need for care and restriction 
of activity on the part of the patient as long as they persist. 
In these cases a cardiogram may provide useful information. 


particular lesion is. 


Under this heading one must also refer to diphtheritic 
myocarditis, in which cardiographic changes are common 


and conspicuous. To follow their progress is useful: 


fortunately a complete recovery is likely. 

In acute rheumatic myocarditis the cardiogram may 
become abnormal, and it is worth taking in a doubtful case. 
But the clinical evidence of increased heart rate at rest 
is probably the most sensitive indication of its presence, 
and a normal cardiogram by no means excludes carditis. 
Should an abnormal feature be detected repeated curves 
should be done to check its persistence. 


Metabolic Abnormalities—In metabolic abnormalities 
such as hypothyroidism (both myxoedema and _ cretinism) 
abnormal curves may commonly be met with. What the 
precise change in the curve is due to is not entirely clear, 


‘but it is definite evidence of the involvement of the myo- 


cardium and a return to normal should be looked for in 
controlling treatment. There are many causes for change 
in the T wave—for example, alterations in the acid-base 
level and in the potassium level in the blood ; such toxic 
states as uraemia; and deficiency states such as severe 
anaemia, thiamin deficiency, and possibly also lack of 
nicotinic acid. These should be borne in mind when curves 
are being interpreted, and it is useful to remember, too, 
how in patients suffering from such diseases the myocardium 
may become diseased. The alterations in the cardiogram 
due to digitalis are as a rule fairly obvious. However, it 
is better for a patient not to have had it for 10 to 12 days 
before the curve is taken; and if it has recently been 
given the information should always be passed on to the 
cardiologist. 

Pericarditis—This may cause definite and diagnostic 
changes in the cardiogram: these are easily recognized, 
but the clinical diagnosis will in most cases be made on 
the physical signs. In the constrictive type low-voltage 
curves are often seen, but the diagnosis depends finally on 
other clinical findings. 

Pulmonary Circulation.—This has troubles of its own. 
Pathological changes in the pulmonary vessels tend to 
throw strain on the right ventricle and cause hypertrophy 
in slow chronic cases and dilatation in acute ones, The 
effects of pulmonary fibrosis, of whatever type, appear 
only relatively late; but their detection with the help of 
the cardiogram assists in grading the severity of the dis- 
ease. The same applies to emphysema ; and also to the 
rather uncommon disorders which affect the pulmonary 
vessels, in some of which a raised pressure seems primarily 
to play a part. Pulmonary infarction may be difficult to 
diagnose ; when the heart is affected by it the result is 
acute dilatation of the right ventricle. A fairly charac 
teristic cardiogram is seen in about a quarter of all cases, 
and this may help in the diagnosis when there is doubt 
But a normal curve will not exclude pulmonary infarction. 

Trauma.—Occasionally a severe blow on the sternum 
may bruise the heart. This may happen in motor accidents 
when the driver is thrown against the steering wheel. The 
cardiogram may give evidence of the damage, and it is 
impertant to detect this so that ample time is allowed for 
recovery. It is well known that patients may suffer from 
angina of effort after such bruising of the heart. 

Congenital Lesions—As these may cause predominant 
enlargement of one or other ventricle, the cardiogram may 


- help in making the final accurate diagnosis. 


Life Assurance.—In the case of an elderly proposer 4 
cardiogram is useful in helping to exclude early latent 
disease of the myocardium. As already stated, a normal 
curve may not exclude it, but, on the other hand, a defect 
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may be detected which has so far caused no symptoms. 


In such cases a cardiogram is well worth doing. 


Prognosis 


As already stated, the prognosis in any individual patient 


should be based on as many points as possible. The evi- 
dence of the state of the myocardium as given by the 
cardiogram is one of them, but is only a relatively small 
part of the picture. It is probably correct to say that the 
larger and more extensive the infarct, the more serious is 
the outlook. A return to normal in a curve showing 
ischaemic changes is a good point. At one time it was said 
that bundle-branch block carried a very bad prognosis, but 
this is by no means always the case, for the lesion causing 
it may be quite local. On the other hand, it usually means 
that there is widespread disease too. If, in following a case 
with serial curves at intervals, progressive deterioration is 
found, even when there is not much to be noted on clinical 
grounds, the prognostic significance is obviously bad. 

The psychological effect of the cardiogram is not incon- 
siderable. The general public has begun to learn something 
about this method of investigation. To a nervous, appre- 
hensive patient who has become heart-conscious and who 
may be the subject of a cardiac neurosis the demonstration 
of a normal curve may mean a good deal in restoring his 
confidence and peace of mind. 

To give an account of the many. and various types of 
curve met with nowadays is quite beyond the scope of this 
survey. My aim has been to give the ordinary medical 
man some idea of how far and in what type of case the 
cardiogram is likely to help in diagnosis and prognosis, 
with some indication of how that help is obtained. The 
precise details have not been touched on. These are best 
left to the cardiologist. The pitfalls are many, and “a little 
learning is a dangerous thing.” 

The subject at the moment is changing and complex. 
The interpretation of the curves is a matter of expert experi- 
ence. But I believe that out of the present complexity a 
measure of simplicity will emerge far clearer than any that 


has hitherto existed. 


Figs. 2, 3, and 4 were redrawn by Miss Mary Waldron 
from East and Bain’s Recent Advances in Cardiology and 
are published by kind permission of Messrs. J. & A. 


Churchill, Ltd. 


THE ROLE OF THE MEDICAL LIBRARY 


During the annual conference of the Library Association held 
recently in London a meeting of the Medical Section was 
arranged at the Wellcome Research Institution on September 20 
to discuss “‘ The Role of Libraries in the Advance of Medicine.” 
The chair was taken by Mr. W. R. Le Fanu, librarian of the 
Royal College of Surgeons. 

Sir CeciL WaKELEY, P.R.C.S., said that the conference cele- 
brated the centenary of the public library movement in Great 
Britain. But many medical libraries, of course; were much 
More than a century old. They varied greatly in type and 
function. Some were the private working-places of the staff 
of a particular institute, others were freely open to the whole 
profession, others again provided a reference service for readers 
living at a distance. Many attempts had been’ made to co- 
ordinate their activities. More than 40 years ago, when he 
first came to Oxford, Sir William Osler founded a Medical 
Library Association of Great Britain, but it proved to be short- 
lived. Twenty years later Sir D’Arcy Power promoted a 
Measure of co-operation among the medical libraries of 
London. The Royal Society of Medicine had organized, with 
the Rockefeller Foundation, the Central Medical Bureau, to 
act as a clearing-house for readers’ inquiries, to obtain the 


necessary literature from associated libraries and pass it on to 
all parts of the world in photographic reproduction. 

The Medical Section of the Library Association, founded in 
1947, acted as a link between medical librarians and provided 
a forum for the discussion of common problems. Under its 
auspices training lectures for medical librarians had been 
arranged, advice had been prepared for the new hospital medi- 
cal libraries which were being promoted by the regional hospi- 
tal boards, and a pool for the distribution of duplicate books 
and periodicals had been organized. 

Service to readers rather than conservation of books was the 
keynote of library work. The opportunity had therefore been 
taken of inviting a number of leading representatives of various 
interests within the profession to give their views on the present 
state of medical libraries and-on the most urgent needs for 


their improvement. 


Library Services for the Research Worker 

Dr. C. H. KeLLaway, director-in-chief of the Wellcome 
Research Institution, said that, in general, medical research was 
a continuous process—an accumulation of facts until the time 
was ripe for their co-ordination and for the making of some 
generalization on which further research could be based. It 
was rare for scientific discoveries to break entirely new ground, 
and it was part of the library service to make sure of the 
connecting links. Few scientific workers could have fully at 
their command all that had been done in their fields in the 
past, and the average worker, at all events, needed the aid to 
his memory which was afforded by an efficient library service. 
But even when such service was at hand it was the duty of 
the worker himself to make a critical study of the relevant 
literature. It was quite common to find papers describing 
observations and results which, unknown to the writer, had 
been published perhaps some years before. However, there 
were some advantages in the repetition of earlier work, and 
scarcely ever was this done by a worker-of ability, with new 
tools at his disposal, without some new angle of truth being 
brought to view. 

Dr. Kellaway touched on the difficulty of an efficient library 
service when the units of an organization were scattered over 
a considerable area. It was easy to provide a good service if 
all the workers were gathered in one building, but when they 
were geographically scattered and it became necessary to build 


~ 


up a series of libraries, none of them as efficient as the central 


one, the difficulty of the task became obvious. 


The Role of the Librarian 


Dr. Hucu Ceca, Editor of the British Medical Journal, said 
‘that medical librarianship was now a highly skilled profession, 
for which an exacting training was necessary. A library that 
was solely a storehouse for books and periodicals had only a 
limited use for those ultimately responsible for the advance of 
medicine. The storehouse must be converted into something 
dynamic, and the instrument for this purpose was the trained 
librarian. He would have preferred the title of the discussion 
to be “ The Role of the Librarian in the Advance of Medicine,” 
because it was on the ability, the character, and the industry 
of the librarian that the usefulness of a library depended. 

The earliest libraries were in temples, and the first librarians 
probably priests. Later the monasteries became storehouses 
of learning—collecting, preserving, and cataloguing volumes. 
The modern library had “ stemmed” from the temple and the 
monastery, and the idea of a jealously guarded collection had 
persisted into modern times. The 13th edition of the Encyclo- 
paedia Britannica (1926) stated that “ libraries are now coming 
to be regarded more and more as workshops.” Just when 
medical libraries began to be converted from storehouses to 
workshops he did not know. He suspected that the most potent 
cause of this change had been the need of the research worker 
for an efficient collaborator in the library, thus compelling 
advances in library technique and the emergence of a new 
type of librarian who was something more than a mere 
cataloguer. One of the functions of the librarian was to 
teach the research worker how to make the fullest use of the 
resources of the medical library. The librarian must have a 
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wide knowledge of medical literature and a sound judgment of 
the trustworthiness of sources. Dr. Clegg here mentioned the 
danger of the overloaded bibliography. He had at one time 
supposed that the author of a paper had at least dipped into 
the authorities whose references he cited ; but there were cases 
in which the author had done little more than ask the librarian 
to compile the list for him. The librarian should have the 
courage to say to the author, “ Is your bibliography necessary ?” 

As a medical editor he had a strong feeling of kinship with 
the medical librarian. Neither of them was a research worker, 
but they did try to keep the party clean. A distinguished 
journalist had said to him that an editor had one most 
important duty, that of saying “No.” His responsibility for 
exclusion was as great as, or greater than, for inclusion. The 
librarian, too, must be prepared to say that he would not have 
a certain book or periodical in his library. The selection of 
periodicals was a very onerous task, especially now that text- 
books were out of date as soon as they were published and 
the periodical had become more and more important. The 
librarian was increasingly making his voice heard in all matters 
of documentation, and without efficient documentation no 
scientific advance was possible. 


The Library User 

Mr. Zacuary Cope spoke as a library user who had received 
the most ungrudging help from medical librarians. Libraries 
could diffuse medical knowledge more quickly than any other 
means yet devised. Where such diffusion of knowledge was 
lacking, the result was marked and grievous. He had recently 
had the duty of reviewing some German textbooks on surgery, 
and had been surprised at the lack of knowledge concerning 
some things which were common property in this country—the 
use of penicillin, for example. Many German libraries had 
been destroyed during the war and free communication had 
been interrupted, and although much was now being done to 
remedy these evils the effect on the literature was still woefully 
apparent. 

Unquestionably the part of the library which was most valu- 
able to the research worker was that concerned with current 
periodicals. There were 1,500 or more medical journals, and 
it was impossible for any library to carry more than a small 
proportion. It saddened him sometimes to find young men 
depending on the librarian to look up their references for them. 
To look up one’s own references was a valuable means of 
education. 

Professor E. C. Dopps spoke of the library of the Royal 
College of Physicians, some part of which dated from before 
the Great Fire, and which had had an uninterrupted existence 
since 1670. In that library were to be found works on every 
subject, not only on medicine, but on astrology, theology, and 
Oriental philosophy. The library was now being carefully 
surveyed by the college authorities. It was felt that there was 
no point in making it a modern library; nevertheless, this 
extraordinary collection of books would be of very great value 
to research. 

Mr. W. A. Lee spoke as the librarian of an old provincial 
library founded by a few physicians and surgeons in Liverpool 
about.170 years ago. In these changing days it was difficult 
to foresee what might happen to these old-established libraries, 
founded privately and depending for their income on the sub- 
scriptions of members. The question was how they could 
continue to play their part now that new libraries were being 


set up in teaching and other hospitals by the regional hospital. 


boards. There should be some method whereby these collec- 
tions made many years ago could be kept up to date and be 
useful for succeeding generations. 


Medicine in the Public Library 

Mr. Georrrey STEPHENS, librarian of the borough of 
St. Marylebone, described an important scheme whereby 
each of the 28 London boroughs had accepted responsibility 
for specializing in their libraries in one particular branch of 
literature. St. Marylebone, probably because it included Harley 
Street and about twice as many hospitals as any other borough, 
as well as central pharmacies and orthopaedic establishments, 
had been asked to specialize in medicine. He had been reluc- 


tant to undertake this, foreseeing the morbid curiosity of some 
lay readers. But the nucleus of a medical section had been 
created in the public library. Two years’ experience had shown 
that the demand was chiefly for preclinical literature and some 
standard encyclopaedias, and that the requests came mainly 
from hospital nurses, medical students, and those working in 
medical auxiliary occupations. Quite 90% of the requests were 
from people in these categories, Whether the policy was a good 
one or not, it had been better received than he in his reluctance 
had thought possible. He did not know of any other municipal 
public library which specialized in medicine. 

The idea of a public library specializing in medical literature 
was criticized from several quarters, notably by Mr. A. J. 
FIeLper (Staines) and Mr. W. J. BisHop (Wellcome Historical 
Medical Library). It was pointed out that it would be absurd 
to expect library committees, unless there were medical people 
on them, to build up a useful section. The expense attending 
it would be very great, and it was well known that, in any 
economy “push,” public libraries were the Cinderella of local 
authorities. Stock of this kind which a public library could 
carry must necessarily be inadequate for any serious purpose, 
Mr. STEPHENS explained that the Association of Metropolitan 
Chief Librarians had drawn up a scheme whereby £200 a year 
would be spent on each of these specialized sections, but this 
was not sufficient in the case of medicine; he was spending 
very nearly £300, and if that was not enough he would ask for 
more. He added that the medical books were not exposed on 
the public shelves. 

The Microfilm Service 

Mr. G. R. Epwarps (secretary, Royal Society of Medicine) 
said that the establishment of libraries in hospitals, teaching or 
otherwise, was an excellent idea: the facilities provided all over 
the country were woefully inadequate. For papers appearing 
in less easily available sources the microfilm documentation 
service which the Royal Society of Medicine had sponsored 
might be recommended. A small non-profit-making fee was 
charged, and the service extended from Reykjavik to Singapore. 
Hardly any day of the week passed without a filmstrip being 
dispatched from London conveying information to medical 
people in distant parts of the world—information which was 
unobtainable in their local libraries. Mr. Edwards applauded 
what had been said about the necessity for special training for 
medical librarians. Speed in obtaining the desired information 
was often of great importance. 

In conclusion the CHAIRMAN said that all the problems attend- 
ing this subject, including the possible joining of forces of the 
libraries of the smaller medical societies and the regionalization 
of hospital libraries, were receiving the careful consideration of 


the Section. 


CHARING CROSS HOSPITAL MEDICAL 
SCIIOOL 


The inaugural address of the winter session at Charing Cross 
Hospital was delivered on October 5 by Dr. Gordon M. 
Holmes, consulting physician to the hospital, and Mrs. Holmes 
presented the prizes and certificates. In the absence of Lord 
Inman, owing to influenza, the chair was taken by Sir Joho 
Stewart-Wallace. The new dean, Dr. E. C. Warner, gave af 
account of the school year. 

Dr. Gordon Holmes’s brief address was directed chiefly to 
those who had not yet been through the “mill,” though he 
hoped seniors might profit from some of the lessons which he 
himself had not learnt until his later years. Students at Charing 


- Cross were fortunate in having joined one of the smaller school 


of the University of London. It was true that Charing Cross 
was looking forward to a larger hospital, but there were many 
advantages attaching to the small school. } 


Clinical Observation 
He reminded his audience how relatively little even now 
was known of the phenomena presented in disease. The 
student might find by his careful examination of a case symp- 
toms or signs not mentioned in the textbook ; but this demand 
hard work and a discipline of observation not easily acquired. 
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He recalled that when he was house-physician to Hughlings 
Jackson the latter was accustomed to give him notes with a 
request that he elaborate them a little more. Afterwards he 
would be told that he had failed to observe one detail or 
another—a lesson for any of them who thought they had 
learned all about a case after an examination lasting 
ten minutes or half an hour. Dr. Holmes also spoke 
with great appreciation of the prolonged examination which 
another of his teachers, Henry Head, always made of a case— 
sometimes more like 20 hours than 20 minutes. Casual observa- 
tion assisted little. He knew how students to-day were burdened 
with the prospect of examinations, but he thought that if they 
took pains to familiarize themselves thoroughly with one defi- 
nite example of a disease in a particular class they would find 
less difficulty in understanding the other members of that class. 
He did not undervalue accessory aids to diagnosis, such as 
radiological and biochemical methods, but for the student at 
least these should be supplementary to the clinical study. What 


was afforded by these methods could only fill if and complete 


the knowledge already gained at the bedside. The rule in his 


time was that no x-ray or other report should be presented until 


the case had been fully investigated by clinical methods. Clini- 
cal studies were not only essential for the efficient practice of 
medicine, but, approached in the proper spirit, they afforded 
an intellectual and human satisfaction and pleasure unrivalled 
by any other method. He wished the students happiness 
throughout their career, content in their work, and pleasant 
fellowship. 

A vote of thanks to Dr. Gordon Holmes was proposed by 
Dr. L. R. Broster and seconded by Professor Jocelyn Patterson. 


WESTMINSTER MEDICAL SCHOOL 


The inaugural address at Westminster Medical School was 
given on October 2 by Sir Cecil. Wakeley, P.R.C.S., who 
also presented the scholarships and prizes. 

Sir Cecil Wakeley declared that surgery, as present students 
knew it, might perhaps be deemed a new profession when com- 
pared with the profession of medicine. After briefly sketching 
the history of surgery from mediaeval times, he said that three 
factors formerly held back its progress: a lack of knowledge 
of anatomy (for many years any effort to obtain bodies for 
dissection was frowned upon by the Church), the incidence of 
sepsis, and the lack of adequate anaesthesia. With the rise 
of surgery there had been associated a more detailed study of 
anatomy, physiology, and pathology. The last 30 years had 
seen the advent of the sulphonamides and antibiotics, great 
developments in radiology and biochemistry, and a rapid 
improvement in methods of anaesthesia such that operations 
which could not have been carried out 20 years ago were now 
performed as everyday procedures. As a result of these 
advances, many more old people were undergoing operations 
and surviving without becoming a burden to the community. 

In earlier days the student was apprenticed to a surgeon, and 
there was a great deal to be said for that form of instruction. 
It was to be hoped that when the new Medical Act came into 
force, making a year of postgraduate experience compulsory 
Prior to registration, the qualified student would be able to 
get some clinical experience with a general practitioner. There 
was too great a tendency to overlook clinical observation and 
to rely on radiological, pathological, and biochemical checks 
in making a diagnosis. He doubted whether for that reason 
the clinician to-day had the clinical acumen of thé great 
Victorian physicians, who, without such aids, were amazingly 
accurate. Not that he was decrying these ancillary helps in 
all branches of medicine and surgery, but surely they should 
be used to confirm the diagnosis, not to make it. 

Whole-time professorial units tended to become too academic 
and to lose touch with patients. It was part-time professors of 
Surgery, who were also in consulting practice, from whom 
advances had come. He mentioned Lister, Macewen, Stiles, 
and Watson Cheyne as examples. Specialization in surgery 
was good up to a point, but surgeons on the staffs of teaching 
hospitals should remain general surgeons. 


There had always been a relationship between war and 
surgery. Many of the famous surgeons of former times were 
military surgeons before they became well known in civil life. 
The lessons of war were of great value in civil practice. During 
war surgical knowledge was pooled and made available to vast 
numbers of surgeons. The value of blood transfusion, the use 
of penicillin, and early evacuation by air were lessons of the 
last war not easily to be forgotten. Every branch of surgery 
made advances during wartime. Perhaps the greatest advance 
had been in the treatment-of nerve — in the surgery 
of the heart and great blood vessels. 

What should the surgeon disclose to the cations 2 Instruc- 
tion in the early stages of cancer might be justifiable and impor- 
tant, but it would be a tragedy if they were to be responsible 
for creating a national cancer-phobia. When the mystery went 
out of surgery the patient often lost a great deal, and much of 
his co-operative confidence disappeared. A description of his 
impending operation might be stimulating to one patient and 
make a nervous wreck of another. Confidence was the sheet 
anchor. 

Sir Cecil Wakeley ended his address with a tribute to the 
part which Westminster surgeons had played in the advance 
of surgery. 

Sir Stanford Cade proposed a vote of thanks to the orator, 
and Mr. Lawrence Abel seconded. 


A SECRET REMEDY FOR CANCER 
We publish below correspondence which has passed between | 
the Minister of Health and Mr. Rees Evans about the latter’s 
treatment for cancer (see Journal, September 16, p. 662). The 
Minister's proposal is the subject of comment elsewhere (p. 875). 


Dear Mr. Rees Evans, 

I am writing to confirm the proposal which I placed before you 
at our meeting to-day. 

I consider it essential that your claims to have discovered a treat- 
ment for cancer should be fully and fairly investigated. I am there- 
fore asking the following gentlemen to act as an independent com- 
mittee to consider your claims and to advise whether they warrant 
further investigation and, if so, the way in which any investigation 
should proceed. The committee would be: 

Sir Robert Robinson, O.M., F.R.S., President of the Royal Society. 

Sir Alexander Fleming, F.R.S., M.B., F.R.C.S., F.R.C.P., the 
discoverer of penicillin. 

Sir Ernest Rock Carling, M.B., B.S., F.R.C.S., F.R.C. P., chairman 
of the Standing Advisory Committee on Cancer and Radiotherapy. 

Professor Himsworth, M.D., F.R.C.P., secretary of the Medical — 
Research Council. 

I hope that you will be able to accept this offer but, in putting 
it forward, I must ask that you on your part will agree to abide by 
any decision which they may reach and, furthermore, that you will 
be prepared to submit to the committee, should they require it, full 
details of your materials and methods and will no longer insist that 
these can be disclosed only during the actual treatment of patients. 


Yours sincerely, 
September 28, 1950. ANEuRIN BEVAN. 
Dear Mr. Bevan, 


I should like to thank you most sincerely for your letter. 

I feel that this important new step towards a full investigation can 
only have come about as the result of your own personal interest in 
the matter and your wish to investigate any treatment for which a 
good case can be made out. 

I could not ask for a committee of greater distinction than the one 
you have chosen, and I have, on my side, only two points which I 
wish to make. 

The first is that I am perfectly willing to submit to the committee 
the fullest records I can of past cases and whatever they may ask 
concerning my materials and methods. My own personal feeling, 
however, is that my work can never be fully and finally tested unless 
actual treatment of patients forms part of the investigation. 

The second point is that I am a simple man with no scientific 
background. I must ask that in putting my case before these learned 
men I may be allowed the constant help of Mr. Derek Wragge 
Morley, who knows more about my treatment and ways of working 
than anybody else, and who in addition has the capacity for explain- 
ing the details of my work in a way which I am unable to do. 

I take it, of course, that the committee's full report will be made 
available to me when it is finally completed. 


September 29, 1950. 


Yours sincerely, 
D. Rees Evans. 
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Fic. 1.—Portraut ot Wiilam Hunter, ted by Sir Joshua olds 


A NEW PORTRAIT OF WILLIAM HUNTER 


When Dr.- William Hunter, elder brother of the immortal John 
Hunter, died in 1783 it was found that his famous museum 
and library which had previously been offered to and refused 
by the English Government had been bequeathed, on the advice 
of Samuel Johnson, to Glasgow University. The university 
showed its gratitude for the munificent bequest by commission- 
ing Sir Joshua Reynolds to paint the portrait of the donor 
which now adorns the Hunterian Museum. No other portrait 
of William Hunter by Sir Joshua was known to exist until a 


icture “The Life Class,” showing 
. William Hunter in the centre. 


Fic. 2.—Part of Zoffany’s 
Sir Joshua Reynolds and 


picture, which for over a hundred years had been in the posses- 

sion of the family of Mr. John Liston Dalrymple, recently 

—. - light and was acquired by the Hunterian Society (see 
ig. 1). 


In the past there have been many surgeons in the Dalrymple 


family. The daughter of Robert Liston, F.R.S. (1794-1847), 
married into it. There was John Dalrymple, F.R.S. (1804-52), 
the ophthalmic surgeon and author of Diseases of the Eye; 
and Archibald Dalrymple (1810-63) and his father William 
Dalrymple (1772- 
1847) were. both 
well-known sur- 
geons. It is not 
therefore surpris- 
ing that in such 
a surgical environ- 
ment a portrait of 
William Hunter 
should be found; 
and that the de- 
tails of its early 
history should be 
faithfully recorded 
on the canvas back 
by. some careful 
owner in the dis- 
tant past. 

We learn thus 
that the portrait 
was painted by Sir 
Joshua Reynolds 
in 1782, a year 
before Hunter’s 
death, and that it 
was sold after the 
artist’s’ decease in 
1793 with his collec- 
tion of pictures. We cannot unfortunately trace it through the 
sale-room, as the descriptions in the catalogues are insufficient to 
identify it, but the style of the painting gives every indication 
that the date stated is correct. In 1782 Reynolds returned to 
England from his tour in Holland and Flanders. From the 
time of this visit a change took place in his painting: it acquired 
a new refinement, and a more direct approach derived from 
the influence of Rubens and the Dutch school was at once seen 
to replace the grand classical tradition of Italian baroque which 
hitherto the artist had followed. The portrait of William 
Hunter clearly belongs to the period of these new loyalties. 
There is nothing academic about this unassuming and natural 
portrait, shrewdly observed and sympathetically portrayed. It 
may perhaps represent an act of friendship on Reynolds's part 
rather than an official commission, a view that receives support 
from the fact:that it remained in the studio until after the 
artist’s death. William Hunter, as might be expected from his 
love of the fine arts, numbered many artists in his circle of 
friends. Foremost among these was Reynolds, with whom he 
was closely associated throughout his life. 

William Hunter was the professor of anatomy and Reynolds 
the president of the Royal Academy from its foundation in 


Fic. 3.—William Hunter, after the portrait 
by M. Chamberlin (1769). 


- 1768 ; and when George III commissioned Johann Zoffany (his 


favourite painter) in the same year to paint for him his Royal 
Academicians in full session the artist replied with the spirited 
“ Life Class ” (Fig. 2), in which William Hunter and Reynolds 
are placed side by side in a conspicuous position in the centre 
of the group. There are many other portraits of William 
Hunter, but the best likeness is said by Simmons, his contem- 
porary biographer, to be a small oval print (Fig. 3) from 
M. Chamberlin’s portrait (1769), which is now in the Diploma 
Gallery of the Royal Academy. The resemblance in physiog- ” 
nomy between this print and the newly discovered Reynolds 
portrait is particularly striking. ~ 


Fig. 2 is reproduced by gracious permission of His Majesty the 
King; Fig. 3 by permission of the Royal Academy of Art. 
C. Rogert Rupo tr, L.D.S. R.C.S. 
‘Honorary Librarian of the Hunterian Society. 
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Correspondence 


Royal Medical Benevolent Fund 


Sir,—Again I appeal to members of the medical profession, 
whether subscribers to the Royal Medical Benevolent Fund or 
not, to send a donation for Christmas gifts for beneficiaries of 
the Fund, all of whom are facing a time of special difficulty 
owing to the present high cost of living. Last year it was 
decided to send each beneficiary a gift of £10, but the donations 
to the Christmas Gifts Fund were not enough to meet the cost, 
and half of this sorely needed help had to be taken from general 
funds. This cannot be done this year owing to the present 
heavy calls on the Fund. 

I hope that there will be a generous response to this special 
appeal for Christmas gifts, which are not only desirable but 
necessary and most deeply appreciated. Let us warm the hearts 
of the beneficiaries of the Fund by showing them that they are 
not forgotten by their more fortunate colleagues. Donations 
and subscriptions, marked “Christmas Gifts,” should be sent 
to the secretary of the Royal Medical Benevolent Fund, 1, 
Balliol House, Manor Fields, Putney, London, S. Ww. 15, and will 
be gratefully acknowledged.—I am, etc., 


WEBB-JOHNSON, 


London, S.W.15. President, Royal Medical Benevolent Fund. 


Distinction Denied 


Sirn,—The Ministry of Health Memorandum, B.G. 48 (2) of 
June, 1948, permits a practitioner to enter into an engagement 
(with a hospital board of governors) “on an honorary basis 
provided there is a clear undertaking to perform defined 
services.” It is not widely known that a substantial number of 
consultants have chosen to take advantage of this provision 
and have accepted unpaid contracts with the Ministry of Health 
which allow them to continue to serve their hospitals without 
payment as they did before the “ appointed day.” 

Many of these consultants have now been selected as suitable 
recipients for distinction awards and find that they are unable 
to accept them because a Ministry instruction lays down that 
no unpaid member of a hospital staff may receive a distinction 
award unless he holds a paid professorial appointment. In plain 
words, consultan!s who have been selected on their professional 
merits to receive distinction awards are disqualified because they 
are not in receipt of a salary from public funds. 

Consultants who have chosen to forgo their rights to a salary 
have no legitimate claim to a further douceur which is officially 
described as an item of remuneration, but distinction awards 
mean rather more than money. In spite of the desire expressed 
by the Ministry that the names of recipients of distinction 
awards will be kept secret (apparently in order that the public 
may not be deluded into thinking that the receipt of such an 
award implies professional distinction), lists of recipients lie 
at this moment on the table at every. hospital office and cannot 
fail to be public property in a very short time. In these circum- 
stances few consultants will wish to relinquish the status implied 
by the distinction award, though many may find the monetary 
award distasteful. 

Surely there should be provision for allowing those on whom 
a distinction award has been conferred to retain the status which 
is implied, even though they are debarred from accepting its 
cash value because they hold an honorary contract with the 
Ministry. 

I am sorry that I must ask you to publish this letter without 
my name. There are too many issues now which divide the 
staffs of hospitals, and no one wishes to add to them by bring- 
ing to the fore the question of paid or unpaid. Those of us 
who have chosen to refuse payment have done so for reasons 
which appear good to us, but we are quite aware that they may 
not be valid for others. We have given up a good deal, but 
we should like to retain the right at least to remain on the road 
to distinction —I am, etc., 

X. 


Distinction Awards 


Sir,—Having read Mr. R: L. Newell’s letter (September 30, 
p. 783), I feel that it can safely be left to others to decide 
whether, as Mr. Newell suggests,-I have clouded the issue. The 
main point raised by my last letter was not whether Lord Moran 
is right in going around the country addressing meetings of non- 
teaching consultants, but whether he is right in setting up 
subcommittees in the way he has done. In that I have been 
a member of the North-west Metropolitan Regional Consult- 
ants Committee since its formation I am, of course, fully aware 
of the nature of the discussions which have gone on in both 
the Central and the Regional Consultants Committees. My 
letter was therefore written with full knowledge of the facts. 

I am somewhat surprised by Mr. Newell's letter, because, 
on December 9, 1948, in Minute 81 of the Central Consultants 
Committee, of which Mr. Newell was chairman, it was 
proposed “ that in each region there should be established by the 
National Committee (i.e., the Distinction Awards Committee— 
my insertion) . . . a committee of distinguished medical practi- 
tioners of consultant status who are not interested personally in 
merit awards (i.e., practitioners already in receipt of the highest 
award or who are retired from practice) under the chairman- 
ship of a layman to be chosen in agreement with the nominating 
bodies, and the Central Consultants and Specialists Committee.” 
Although the point about a lay chairman was subsequently 
dropped (in November, 1949) the original. minute has not, so far 
as I am aware, been rescinded, and I would. like to ask 
Mr. Newell whether the formation of the ad hoc committees 
I have so strongly criticized is not completely contrary to the 
intentions of his own committee. I cannot, therefore, agree 
with Mr. Newell when he says “ the present method has been 
accepted by the consultants.” 

Lord Moran is, of course, an accomplished and highly prac- 
tised speaker, and it would be surprising if he had not given a 
lucid account at the meetings attended by Mr. Newell, more 
particularly as these followed more than a score of similar 
meetings elsewhere in the country. To pay homage to Lord 
Moran’s eloquence is one thing, but to be mesmerized into 
accepting an irregular and unsatisfactory Procedure is quite 
another matter.—I am, etc., 


Radlett, Herts. R. S. MURLEY. 


Women in Medicine 


Sir,— Your leading article “Women in Medicine ” (Journal, 
October 7, p. 822) contains several statements which may he mis- 
construed and which call for comment. In 1947 all the medical 
schools of the University of London became co-educational. 
Considerable latitude was allowed to the individual medical 
schools in their interpretation of what was meant by co- 
education, but a maximum percentage of 15% women was 
held to be a “ reasonable” proportion in several of the schools. 
There were probably excellent reasons for this cautious start, 
but there is obviously no particular virtue in a proportion of 
15% nor yet in the 20% recommended by the Goodenough 
Committee. The advantages of co-education aré best achieved 
by parity, with neither sex in an undue minority. 

The Royal Free Hospital School of Medicine accepted the 
principle of co-education, but laid down no maximum or mini- 
mum percentage of one sex or another. The founders of our 
school strove for equality of opportunity and the defeat of 
prejudice in days when the opportunities for women in medi- 


cine were practically non-existent. It was felt that their aims 


would best be achieved by accepting co-education whole- 
heartedly and by continuing ‘to select students on ability only, 
regardless of sex. There were indeed some understandable 
misgivings expressed by the authorities of the school. Though 
other medical schools in London had for many years admitted 
a proportion of women students, in general the postgraduate 
opportunities offered to them had not been sufficiently good 
to allow them to obtain consultant appointments in their own 
training hospitals. The Royal Free Hospital was unique for 
many years in its appointment of women to its honorary staff, 
thus enabling them to show that, when opportunity arose, they 
werd able to achieve the highest ranks of the profession. In 
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spite of these misgivings it was, however, decided that the full 
policy of co-education with all its implications should be 
adopted. For several good reasons the change has been a 
gradual one, but the following figures will show that the Royal 
Free is fulfilling its promises. . 

In 1948-9 the ratio of men to women was, as you state, 1:93. 

In 1949-50 the ratio of men to women was 1:27. 

In 1950-1 the ratio of men to women is 1:16. 

In the last year, 1950-1, the actual ratio for entry was 1:6. 


We may seem to hasten slowly, but the doors are opening, 
and the provision of equal opportunities, pustgraduate as well 
as undergraduate, will in all likelihood be found to be in the 
best interests of the whole profession.—I am, etc., 

KATHARINE LLOYD-WILLIAMS, 

Royal Free Hospital, Dean. 

London, W.C.1. 


Protection of Laboratory Animals 


Smr,—On September 23 you did me the honour of publishing 
(p. 724) comments by a special correspondent on my draft of 
a model Act for the above purpose. May I now reply to these ? 
The draft is admittedly tentative and intended as a basis for 
discussion. The idea is to embody in it as much as possible 
of the wisdom that has been gained during seventy-five years of 


relevant experience in this country, and eventually to offer an. 


improved version to overseas humanitarians. Hitherto the latter 
have depended mainly on the anti-vivisectionists for inspiration. 

A number. of holders of Home Office licences have been good 
enough to provide constructive criticisms of my draft, and 
various amendments appear to be needed. For instance, it was 
a mistake to try to cover experimentation and manufacture in 
a single Act. Again, the discretionary power to include specified 
invertebrates (J had chiefly the higher molluscs in mind) is too 
far in advance of current opinion to be retainable. 

However, your special correspondent feels that the draft is 
so bad as not even to be “ capable of amendment or revision.” 
He would strangle it at birth. That is unfortunate, because it 
is based on and developed from existing British practice, less 
the unnecessary red tape. For instance, your correspondent 
pours withering scorn on my definition of the kind of experi- 
ment to which the Act would relate, but in fact the essential 
part of my definition is taken verbatim from the definition used 
at the Home Office for the guidance of inspectors. I got the 
wording some years ago from an authoritative source and 
published it on page 7 of the UFAW Handbook without 
encountering any objections. I have now proposed extending 
it so as to include such things as the experimental induction of 
neuroses, but the added words are capable of amendment or 
even of omission if analysis should show that they have imprac- 
ticable implications. 

Your special. correspondent makes two other specific criti- 
cisms as examples of what he objects to. My draft suggests that 
if the Minister interprets “ anaesthesia” as including electric 
anaesthesia he should specify the requisite conditions. It must 
be remarked, first, that electric curarization—that is to say, mere 
paralysis by electric stimulation—may bear a close but mislead- 
ing clinical resemblance to anaesthesia ; secondly, that tests used 
for chemical anaesthesia are not necessarily valid for electrical 
anaesthesia ; thirdly, that a good deal of important knowledge 
has been gained by experimental work on this subject; and, 
fourthly, that further experimental work is now in hand. Your 
correspondent alleges as an objection to my proposal that the 
Minister would have to set up an advisory body to carry out the 
requisite experiments. It is not clear to me why the Minister 
should have to duplicate the work which has been or is being 
done, nor why it should be absurd for him to set up an advisory 


‘body if he wants to, nor why he ought to permit persons who 


may be unacquainted with the special risks and difficulties of 
electrical techniques to make a reckless usé of them without 
knowing whether the supposed anaesthesia is genuine or 
spurious. 

Your correspondent’s other specific objection is as follows. 
My draft suggests in effect (though ‘in wording that is possibly 
capable of amendment or revision) that experimenters’ licences 
should be granted by a board of control whose members would 
between them have scientific, veterinary, and humanitarian quali- 


fications. Your correspondent infers that persons ignorant of 
science might be appointed to the board, but this could happen 
only if no available scientists had shown themselves to be 
humanitarians, or, alternatively, if the Ministry which appointed 
the board was incompetent. Neither of these assumptions is 
reasonable. 

Your correspondent’s more general objections are a little 
intangible, but they seem to boil down to two. He thinks that 
my draft is so rigid that it could not be adapted to future 
changes in knowledge and opinion. What I have done is to 
list the points on which the Minister must make a decision, 
while allowing him power to revise his decisions. from time to 
time. I cannot think of any other device for combining 
flexibility with effectiveness in legislation. If my critic can 
think of a better one I would be glad to know. of it. 

His second general objection, so far as I can understand it, 
amounts to this, that the proposed Act could be administered in 
such a bureaucratic way that “animal experiments would for 
all practical purposes be brought to an end.” Of course it 
could ; but then under the existing British statute the Home 
Secretary could bring pathological research to an end by can- 
celling all certificates A. He could bring research in endo- 
crinology to an end by cancelling all certificates B. He could 
bring all experimentation on animals to an end by cancelling all 
licences. He could turn the lives of research workers into night- 
mares of litigation by granting permission, under Section 21 of 
the statute, for anti-vivisectionists to prosecute anybody who 
does any animal experiment at all. But since no Home Secre- 
tary has hitherto done any of these things—not even Mr. J. R. 
Clynes, who was himself an anti-vivisectionist—I am entitled 
to assume that an Act such as the one I propose would be 
administered with some approach to a semblance of common 
sense. 

The problem of striking a balance between the claims of 
science and those of laboratory animals is an excessively diffi- 
cult one, and perfectly decent people disagree on where the 
line should be drawn. The only means for reaching an ideally 
just conclusion is free and frank discussion among humane 
scientists, and it was for the purpose of. eliciting such discussion 
that my draft was issued. There has been a most helpful 
response, sometimes commendatory and sometimes critical, 
from a number of humane vivisectors, but unfortunately some 
persons who are specially qualified to help have shrunk into 
their shells as bashfully as bachelors in a leap year or peri- 
winkles in a storm.—I am, etc., 

London, N.3. C. W. Hume. 


Smr,—I believe there is a greater concern in the profession 
than is generally realized about animal experiments. I 
remember the master of a famous hospital describing at a 
public lecture an experiment which, to use his own words, was 
“revolting and served no useful purpose.” But doctors do not 
care to discuss this subject for fear of being called anti- 
vivisectionists. I believe that anti-vivisectionists have done their 
cause much harm by their unscientific and emotional approach. 
I am not an anti-vivisectionist, but like some of my colleagues 
I am not satisfied that laboratory animals obtain the humane 
care which public opinion expects. The large majority of 
doctors never see the inside of a laboratory after qualification: 
the ordinary layman never. 

I welcome Major C. W. Hume’s attempt to draw up a draft 
for a model Act for the protection of laboratory animals (see 
Journal, September 23, p. 724). I am sure he will welcome 
criticism, but it is not true to say the draft is incapable of 

‘amendment or revision, as your special correspondent suggests. 
Moreover, I believe I am correct in saying that the definition of 
experiment to which he objects embodies the one at present in 
use by the Home Office. 

I agree most emphatically with Major Hume that it is of the” 
greatest importance to set up a board of control to advise the 
Minister. The composition of such a board must necessarily 
include physiologists, but I submit, Sir, should equally include 
laymen. For otherwise how can the guiding principle, “To 
relate the maximum amount of pain which it is permissible to 
inflict on animals for the acquisition of knowledge, to that which 
public opinion tolerates in other pursuits,” be observed ? 
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Finally, I would ask all those interested in animal welfare 
whether they are happy about the facilities for laboratory inspec- 
tion, and whether they have never met a physiologist whom 
they thought would be better employed outside a laboratory.— 
Iam, etc., 


London, W.2. H. ROBINSON. 


Bact. coli and Infantile Gastro-enteritis 


Sir,—The letter from Dr. C. Giles (Journal, September 2, 
p. 577) tends to emphasize the role of Bact. coli in infantile 
gastro-enteritis, and at the same time the existing muddle in 
the classification of Bact. coli organisms. At the risk of per- 
haps increasing the muddle for some, and yet. I trust. of clarify- 
ing it for others, may I call attention to a classification put 
forward by me in 1943 of such organisms as I consider play 
an important role in this and like conditions (see my Synoptical 
Table of Aerobic Excretal Bacteria’)? As a matter of passing 
interest the term “beta” is therein used over and over again 
to define serological types of Bact. coli belonging to differing 
biochemical subgroups. 

That a multiplicity of phage-susceptible coliform organisms 
appears to be concerned in the gastro-enteritis of infants is 
borne out by the records of Dr. Bathia Kanievsky, who in an 
unpublished: investigation into the use of tablets of dried phage 
carried out in 1943 at a child-welfare clinic in Alexandria 
recorded a curative response in six out of seven cases treated. 
Her cases ranged in age from 4 months to 2 years. The phage- 
preparation employed was made at the expense of 80 coliform 
organisms of my C, to C, subgroups (see the aforementioned 
table), 45 dysentery group organisms, 39 salmonella group 
organisms, 24 meta-dysentery group organisms, and 18 giumai- 
form group organisms, all phage-susceptible, which had been 
isolated by me from intestinal upsets ranging from simple 
diarrhoea to full-blown bacillary dysentery at all ages in the 
Alexandria area. Dr. Kanievsky’s failure case, which was un- 
affected by sulphaguanidine, responded ultimately to “ entero- 
vioform.” But as no laboratory work was done on the case it 
is just possible the infection may have been of a lamblial rather 
than of a bacterial origin, which, if so, would account for 
the seeming phage-therapy failure. 

With the writer of your annotation (Journal, July 22, p. 205) 
I am afraid I cannot a that the close association between 
infantile diarrhoea and Bact. coli? was first recognized in this 
country. If he will consult my writings of 1941-4* he will 
find abundant evidence that in Egypt we were fully aware of 
such connexion, and took steps to deal with it, as concerns 
both adults and infants. f 

Your annotator finishes by challenging the belief that certain 
Bact. coli cause infantile diarrhoea, and states that this “at 
present rests only on epidemiological evidence.” The assumed 
epidemiological causes operating, and the specific treatment 
effects realized, in our work with Dr. Kanievsky constitute 
to my mind quite definite additional evidence of a cause and 
effect connexion here.—I am, etc., 

London, W.2. , ARTHUR COMPTON. 

REFERENCES 

1 Compton, A., C.R. Soc. Méd. et Hve. trop. d’Egypte, 1943, 8, 124. 
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Cigarettes and Cancer 


’ §m,—I would like to be allowed to comment briefly on the ~ 


able and instructive paper by Dr. R. Doll and Professor A. 
Bradford Hill in your issue of September 30, page 739. The 
spectacular sudden increase in carcinoma of the lung began 
about the end of the first decade of the present century. During 
the greater part of last century, and at least the earlier years 
of this one, men in debilitating climates chain-smoked strong 
cheroots, yet carcinoma of the lung was a rarity. During the 
first five years of this century there was no sign of any increase 
in that condition, yet I should think that arsenical sprays were 
by then in use. Apart from this, industrial diseases associated 
with working with arsenic have never included carcinoma of 


the lung. The new increase in the disease has not spared non- 
smokers and children and those who live in countries where 
non-urban roads are not tarred and where there is no factory 
contamination of the air. In these circumstances surely none 
of these factors can be the cause of the suddenly increased 


incidence. Whether they are capable of aggravating it is 
doubtless another question.—I am, etc., 
Stanmore, Middlesex. H. GALL, 
Colonel, late R.A.M.C. 


Sir,—The article in the Journal (September 30, p. 739) shows 
that pipe smoking is less closely related to cancer of the lung 
than cigarette smoking. This suggests an interesting possibility 
—i.e., that it is the saltpetre or other substance used to. make 
the tobacco more easily inflammable that is the carcinogen. 

It is well known that manufactured cigarettes contain more of 
this substance than pipe-smoking tobaccos. If the “roll your . 
own” cigarette smokers were subjected to the very interesting 
analysis that has been carried out under the headings of 
cigarette and pipe smokers, the result might well put them in 
the pipe-smoking liability class. Should saltpetre be definitely 
incriminated it would be easy to make smoking less lethal. Of 
course the pipe smoker does not smoke burnt paper.—I am, etc., 

Essex. Eric J. q 


Smr,—In your leading article (September 30, p. 767) you 
state, quite correctly, that those who smoke 40 cigarettes a day 
are occupied with smoking for about 46 hours a week. I should 
like to point out, however, that the average number of inhala- 
tions per standard size cigarette is about 13, each inhalation 
of approximately eight seconds’ duration. The person who 
smokes 40 cigarettes a day therefore spends most of his smoking 
time simply burning tobacco. His lungs will be full of smoke 
for about 69 minutes per day, 104 seconds per cigarette, or just. 
over eight hours per week.—I am, etc., : 

Midlothian. A. D. COLLEDGE. 


Smr,—In “ A Counterblast to Tobacco ” James I seems to have 
reached much the same conclusion as Dr. Doll and Professor 
Bradford Hill (Journal, September 30, p. 739), although admit- 
tedly on less scientific and laborious lines. “ A custom loath- 
some to the eye, hateful to the nose, harmful to the brain, 
dangerous to the lungs, and in the black, stinking fume thereof 
nearest resembling the horrible Stygian smoke of the pit that 
is bottomless.”"—I am, etc., 

London, W.1. A. PINEY. 

Safety in Prams . 

Sir,—Following the recent letter of Dr. David Thomas 
(British Medical Journal, July 22, p. 219) a good deal of 
publicity has been given to the subject of accidents to children 
through prams tipping, but I have yet to read a really authorita- 
tive and instructive statement on the matter by anyone compe- 
tent to make one. I claim to know something of this subject, 
having dealt with this problem many times during a period of 
over a quarter of a century in the retail pram trade, and I pro- 
pose therefore to supply the facts of the case, which I think the 
public are entitled to know and which the trade will do well 
to study. ‘ 

First let me say that in spite of all this publicity the actual 
number of accidents is extremely small and mothers need not 
fear that in buying any reputable make of pram they will be 
taking any undue risk. My recommendation on this point is— 
go to a firm of repute and on, the advice given select a make 
of repute. No pram by any reputable maker will tip unless 
misused, which usually happens in one of the following ways: 

(a) Tipping forwards through overloading at the handle end 
by excess weight in shopping receptacles. 

(6) Tipping forwards through the wrong use of a single pram 
for two children. . 

(c) Tipping backwards through wrong use of the safety-strap. 

(a) Requires no special explanation, as the remedy is obvious—do 
not carry excess shopping if it can be helped, and if it must be 
prop Aang some of it in the well and as far back in it as space 

allow. 
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(b) Results from indiscriminate use for two children of a lightly 
balanced single pram constructed for one child only. This fault 
is largely encouraged by the unrestricted sale of “ toddlers’ seats ” 
which are made to accommodate a second child. The unfortunate 
mother takes home one of these seats and fits it on her pram, which 
is probably quite unsuitable for such an accessory, and in spite of 
the claims of the makers that these seats “ fit any pram” she finds 
that her pram is now very top-heavy. Having bought the thing, 
however, she tries to make do with it and in an unwary moment 
she lets go of the handle and down goes the pram. It is asking 
for trouble to buy these seats from any but firms willing to fit 
them and competent to “ vet” the pram beforehand as to its suita- 
bility. Most prams are unsuitable without alteration. In any case, 
I strongly recommend that when two children are in one single 
pram, however accommodated, the elder child should be taken out if 
the pram is to be lefi unattended, even for a few moments, unless 
special modifications to.the pram have been carried out to make it 
safe for its double load. 

(c) Is the result of a bad trade practice, coupled with the ignorance 
of the average mother of the proper use of the safety-harness. 

Many pram manufacturers have for very many years persisted in 
supplying with each pram a practically \useless “ safety-belt.” This 
is usually put in merely to satisfy the public demand for complete- 
ness of specification. It is almost invariably fitted in a position much 
too near the hood end of the pram, which not only renders it 
unusable but potentially dangerous. The correct position is from 
9 in. to 11 in. from the interior back of the pram according to its 
size. This Should bring the strap fastening to a position from which 
a vertical line will come within the wheelbase. This safety belt has 
two side-pieces which are attached to the pram, and these vary from 
4 in. to 7 in. in length and are fitted with a plated loop of metal 
to take the belt. When the average mother finds this belt is useless 
she discards it and buys a complete safety-harness. Unfortunately 
the latter is usually supplied merely as a piece of merchandise with 
no instructions whatever, and it is left to the mother to fit it in the 
pram as best she can. She invariably does this by strapping the two 
side straps of the new harness to the existing wrongly placed side- 
pieces of the original belt. She has now unwittingly fallen into the 
trap which the inditlerent (or ignorant) manufacturer has set for her. 
The infant, instead of having a few inches of “ play” and being 
restricted to a proper sitting position, has nearly a foot of play each 
side and without much strain can turn round and lean right over 
the folded hood. This is highly dangerous, as the pram is not 


balanced to take the infant’s weight so far back, and it may easily - 


tip over backwards. The results of this may be far more serious 
than in tipping forwards, as there is no handle to stop it, and/the 
child can easily hit the ground. 

The remedy for this danger is first for the makers of prams 
to cease fitting useless belts at all or at least to put them, or 
any fittings supplied in lieu, in the right place. Secondly, the 
mother buying a safety-strap should go to a pram specialist 
and either insist on it being properly fitted or receiving instruc- 
tions on how to do the job at home. Thirdly, all retailers of 
prams should know the correct position and method of fitting 
the safety-strap and see that customers are not left in ignorance 
on this point. Under no circumstances should the new safety- 
harness be fitted to the two side-pieces of the original belt. 
These should be entirely removed. Makers of safety-straps 
could help by boxing them with full instructions on each box or 
otherwise attaching a tag to each strap with a warning on wrong 
use, and makers of second seats would be well advised to take a 
similar course. 

Retailers handling safety-straps and second-seat fitments and 
treating them merely as merchandise are very much to blame for 
the ignorance of the public on these matters, and many of them 
should never be in the business at all, it being a highly 
specialized one requiring years of experience. 

If these remedies for pram accidents can be publicized and 
the information given here circulated in clinics and all places 


where mothers meet I feel sure that pram tipping will rapidly - 


become a thing of the past.—I am, etc., 
. Croydon. D. L. Davies, 


Chairman, 
National Association of Pram Retailers, Ltd. 


Medicine by Radio 
Sir,—* Older people with shingles should always stay in 
bed for a while” (or words to that effect), says the doctor on 
the radio at 8.15 on a Friday morning. And so one has to 
scuttle off to the elderly osteoarthritic, whom on the previous 
day one had urged to’ get up despite his shingles, lest his stiff 


joints should become even stiffer. One has to explain—and 
sense his disbelief as one explains—that perhaps the doctor 
on the radio was not thinking about older people with osteo- 
arthritis and shingles when he issued his dictum. 

I do not know how the rest of the profession feels, but I 
am getting a little tired of these anonymous medical voices 
which come booming across the breakfast table from nowhere 
on a Friday morning, as if with the direct authority from 
the highest source. A snappy five minutes on tuberculosis, 
or two and a half minutes on the diagnosis and treatment of 
infantile paralysis, and that will leave the rest of the time free 
to deal with schizophrenia. Enough damage has been done in 
the past by books of the home doctor type. I am not sure 
that the mischief resulting from these informal little chats is 
not even greater.—I am, etc., 


Perranporth, Cornwall. 


Medical Items in the Popular Press 

Smr,—Readers of the popular press are regularly treated to 
sensational news items based on gleanings from the Journal or 
one of its contemporaries, often before the publication reaches 
its medical subscribers. In view of the wide range of subjects 
covered in this way, we must wonder why the usual publicity 
has not so far been given to the conclusions of Dre R. Doll and 
Professor A. Bradford Hill on “Smoking and Carcinoma of 
the Lung” (September 30, p. 739}—a topic of much more 
general interest than the design of perambulators, the dangers 
of staying in bed, or many others recently in the headlines. 
Do newspaper editors fear that their public may resent being 
disillusioned about the “harmlessness” of the tobacco habit, 
or are they a little unwilling to risk the displeasure of some 
of their major advertisers ?—I am, etc., 

London, S.W.16. D. J. Parr. 


Early Rising for Puerperal Women 
Sir,—I was interested in Dr. D. Wheatley’s reply in the 


DoucLas Ross. 


- Journal of May 13 (p. 1142) to an earlier letter by Dr. A. B. 


Swarbreck (April 22, p. 936). During the years 1935-42 I had 
charge of a fairly extensive hospital and domiciliary practice 
in New Guinea where one of my prime concerns was obstetrics 
in native women. The universal custom amoung New. Guinea 
women is to treat labour as an incident in the day's work. 
They have a rest and sleep after labour and then proceed 
with their ordinary work. 4 was brought up to believe, as 
Dr. Wheatley does, that this would lead to uterine prolapse. 
but, to my great surprise at first, out of many thousands of 
women examined I can recall seeing only one case of pro- 
lapse, and that in an elderly woman who had obviously had 
a nearly complete perineal laceration. Seeing that no appar- 
ently harmful effects followed early rising | did not forbid it 
in my native patients and later extended the practice to my 
European patients. In the case of the latter, psychological 
and sociological factors among others make post-puerperal rest 
desirable, but for some 14 years I have encouraged early rising, 
and have yet to see anything but good result from it. I have 
recently delivered the third child of one patient all of whose 
puerperia have been so conducted; in this case as in others 
there is no suggestion of prolapse. 

My practice in normal deliveries is to get the patient out of 
bed about 12 hours after labour and encourage her to walk 
about 25 yards, then immediately return to bed. This is 
repeated twice daily, lengthening the distance each time. From 
the fourth day onwards a shower is allowed, sitting out of bed 
from the sixth day, and home to light duties on the tenth. In 
an experience of many hundreds of confinements treated thus 
I have yet to see either femoral thrombosis or uterine pro- 
lapse, though it is admittedly early to form definite conclu- 
sions about the latter. The feeling of well-being and relief 
from stiffness, and the absence of depression and tiredness on 
returning to work at home, have been commented on by many 
mothers who have had previous experience of the orthodox 
method of rest. Is it not time that rigid post-puerperal rest 
along with several other obstetric shibboleths,be reconsidered 
in our teaching schools ?—I am, etc., 


Victoria, Australia. ’ B. D. VAUGHAN. 
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From this distance in space and time I am prepared to accept 
A Foreign Body in the Rectum Dr. Lorber’s own diagnosis of “ severe spasm of coughing and 


Sir,—I was most interested to read in your correspondence 
(September 16, p. 680) the letter by Mr. J. B. Prendiville, 
particularly as in the same week I was myself confronted with a 
similar case. Within the last nine months I have had to deal 
with two cases of tumbler in the rectum ; apart from the age 
these cases are otherwise similar. 


The first one was a married man aged 58 who gave a history of 
having slipped in the bathroom, “ accidentally ” sitting on a tumbler 
and causing the latter to become lodged in the rectum. Removal 
in this case was easily accomplished without assistance, using the 
orthodox technique of filling the glass with plaster-of-Paris in which 
a piece of wood was embedded to provide a hold. 

The second case was a married man of 70 years of age with 
exactly the same history; he had exactly the same type of tumbler 
in the rectum; but he admitted having had a tumbler in his rectum 
on a previous occasion, which he had been able to remove himself. 
The patient was thoughtful enough to produce an identical tumbler 
for our inspection. The photograph shows the tumbler removed, 
with a portion of the rim broken off, and a second tumbler for detail. 


This second case presented more difficulty on account of the 
broken rim, which rendered the rectum liable to laceration when the 
tumbler was pulled upon as it lay in situ in its inverted Position ; 
plaster-of-Paris failed to fill the gap and the technique employed in 
the first case failed. A laparotomy through a lower paramedian 
incision was performed and, with the assistance of a hand in the 
rectum, version of the tumbler was performed within the rectum 
and the tumbler delivered base first. No damage was caused to 
the rectum and the abdomen was closed without colostomy, a rectal 
tube being inserted for forty-eight hours. Convalescence was 
uneventful. . 


I am indebted to Mr. J. Jemson, consulting surgeon, for his 
help in extracting the foreign body in the second case.—I am, 
etc., 


London, S.E.13. E. Moraaas. 


Rectal Thiopentone in Children 


Sirn—Dr. Gordon M. Wyant (August 5, p. 368) is worried 
because Dr. J. Lorber (July 1, p. 21) does not stress the potential 
hazards of rectal thiopentone in children. The dosage the 
author recommends—1 g. per 50 Ib. (22.5 kg.) body weight— 
was, I think, first suggested by Weinstein (Weinstein, M. L., 
Curr. Res. Anesth., 1939, 18, 221), and I have used it myself 
as a premedication for children very satisfactorily for 10 years 
and have never met the “considerable respiratory depres- 
sion” that Dr. Wyant says may ensue. My experience has 
been that the children are so lightly asleep that any undue 
stimulus in transport from the bed to the operating table may 
wake them up. I believe that theoretically the rectal route is 
less likely to cause laryngospasm than the intravenous, because 
the hypnotic concentration in the blood stream is reached much 
more gradually—and many anaesthetists believe that laryngo- 
spasm is more likely to attend-rapid induction. As practical 


' evidence of this I offer Dr. Wyant my 10 years’ experience 


without a single case of laryngospasm. 


temporary cyanosis,” but even if it had been a mild attack of 
laryngospasm, as Dr. Wyant prefers to believe, was it so very 
surprising that it fortunately resolved spontaneously ? I am 
sure that an attempt to relieve a mild attack of laryngospasm 
with the aid of a laryngoscope and endotracheal tubes would 
only aggravate the condition—to say nothing of the danger of 
trauma to teeth, pharynx, and larynx from attempted laryngo-" 
scopy with inadequate relaxation of the jaw. — 

I have no means of knowing the dosage of atropine usually 
employed by Dr. Wyant, but to judge from most American 
publications it is the custom in that country to use much 
smaller doses in children than usually employed in England, 
and it may be that the threat of laryngospasm is more real 
in his experience for that reason. Dr. Lorber’s case which 
aspirated vomitus (explained in his article as due to a nursing 
error in feeding the child immediately before rectal hypnosis) 
certainly does not bear out the suggestion that there is any 
increased tendency to laryngospasm with rectal thiopentone. 
There was not in this case.even enough glottic reflex to 
prevent aspiration. 

In parts of Europe it is held that the risk involved in any 
anaesthetic is too high a price to pay for tonsillectomy, and 
therefore the routine there is to remove children’s tonsils and 
adenoids without any anaesthetic at all—a procedure given the 
approval of nursing staff who have not time to spare to nurse 
unconscious patients. To such lengths can the desire to avoid 
all risks take normally humane people.—I am, etc., 


Johannesburg, S. Africa. F. W. RosertTs. 


Haematemesis from Leeches 


Sir,—I had an experience similar to Dr. A. Cameron’s 
(September 16, p. 679) when E.N.T. specialist at a stationary 
hospital at Kantara in 1917. 


A private was admitted, and his brief notes were: “ R.M.O.: 
bleeding from naso-pharynx; Field Ambulance: blood clot in naso- 
pharynx; C.C.S.: blood clot in naso-pharynx.” 

At that time my facilities for examining patients were still primi- 
tive in that I had to use the sun as my source of illumination. I had 
to be careful not to get the part examined at the focal point of the 
mirror and cause burning pain. This, however, did happen occasion- 
ally, and in this — patient the “ biood clot” wriggled. It 
was an enormously engorged leech, which I removed with some 
lifficulty, 

I learned later from an elderly missionary stationed for many years 
at Beersheba (or Hebron) that removal was easy if one first touched 
the region with a little weak cocaine solution. 


I agree ‘with Rokitansky’s aphorism as quoted by Dr. 
Cameron, but suggest to him that he need not go so far 
back as Rhazes. He should investigate Hahnemann and his 
work, when he will find that he has not grasped the principle 
of the law of similars, and that, though the results from the 
application of the law are often surprising, they are not “ magic” 
in the sense in which he uses the word.—I am, etc., 


London, W.1. A. T. CUNNINGHAM. 


Histamine Desensitization 


Sirn,—The appearance of a new drug urges us always to 
revise old treatments. This must be done in a careful manner, 
not to discard helpful therapeutic aids for the sake of fashion- 
able new drugs. The present status of the treatment of allergic 
diseases with antihistamine drugs challenges criticism of non- 
specific desensitization with increasing doses of histamine. 
Clinical and eXperimental literature on this matter was reviewed 
by Feinberg (1946). Since this time new indications have been 
described for this treatment (e.g., Atkinson, 1946; Paul, 1949). 


Fabinyi and Szebehelyi (1949) recommended histamine desensitiza- 
tion and protecting the patient with antihistamines during the treat- 
ment. The following advantages may be expected from histamine 
desensitization over the use of antihistamines: permanent cure, or at 
least longer lasting effect; no side-effects peculiar to antihistamine 
drugs; effectiveness in conditions where antihistamines have no 
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effect. Besides certain diseases where the pathological role of hist- 
amine is questionable, antihistamines do not reduce histamine- 
induced gastric secretion (review: Loew, 1947) and do not prevent 
blood changes caused by histamine (Winter and Musnet, 1948). 

On the other hand, histamine desensitization shows the following 

disadvantages as compared with antihistamines: it takes a long 
time to develop resistance to histamine—some authors even question 
whether this is possible in humans (Feinberg, 1946); side-effects 
of the treatment. 
_ In recent studies we analysed experimentally the effects of hist- 
amine desensitization (Ambrus ef al., 1950). Gastric-secretion- 
inducing effect of histamine was decreased in guinea-pigs desensitized 
with very high doses of histamine over a long period. Spontaneous 
occurrence of gastric ulcers following pylorus ligation according to 
the method of Shay ef a/. (1945) was not significantly decreased in 
histamine-desensitized animals. . 

In further (hitherto unpublished) experiments we determined the 
duration of histamine desensitization in guinea-pigs. To test hist- 
amine resistance the animals were exposed in a glass chamber to a 
fine spray of 10% histamine solution, and the time in which symp- 
toms of asthma developed was recorded. Protection by desensitiza- 
tion was maximal after the last application of histamine. It remained 
on this level for 24 hours, then started to decrease and disappeared 
completely within a few days. Protection by 2 mg./kg. “ neo- 
antergan ™ lasted for 2-4 hours and by ** phenergan ” for 9-12 hours. 
On the basis of these experimental data there is no reason to prefer 
histamine desensitization to antihistamine drugs, although the effect 
of the former may last somewhat longer, but there is no permanent 
desensitization éven toward the effects of histamine itself. On the 
other hand, it takes a long and difficult treatment to reach resistance. 
The use of histamine desensitization in the therapy of gastric ulcers 
must be studied further. 


—We are, etc., 


Philadelphia, U.S.A. JuuiaN L. AmBRus. 
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Situs Inversus and Perforated Appendix 


Sir,—The only reason for publishing the following case is 
its rarity. A search of the literature available revealed no 
similar case. 


A schoolboy aged 17 was admitted into hospital with a three-day 
history of abdominal pains, generalized at first but later localized 
to the left iliac fossa. They were not severe and passed off with 
rest in bed. On the third morning of his illness thespatient felt 
quite well and went to school, but the pain restarted two hours 
later and he cycled back home, a distance of about five miles. He 
vomited twice in the evening and his bowels opened once. During 
the night he felt feverish. 

On admission there was tenderness over the lower abdomen, but 
more marked on the left side. Abdominal reflexes were sluggish in 
three quadrants and absent in the left inferior quadrant. The 
temperature was 103° F. (39.4° C.) and pulse 140. An enema 
resulted in the passage of some flatus only, but not faeces. The 
bases of both lungs were auscu!tated and found to be clear, but the 
front of the chest was not examined. The paticnt had never before 
been ill, and therefore never seen by a doctor. 

If the pain had been on the right side, a diagnosis of acute 
appendicitis would have been made without hesitation. An inflam- 
matory condition on the left side would have suggested diverticulitis 
of the sigmoid colon, but in view of the age of the patient this 
possibility was also ruled out. The possibility of it being a case of 
malaria was considered because the patient spent a night in a 
malarious district about one week before. An injection of quinine 
was consequently given and hot-water bottles were applied to the 
abdomen. 

Next morning the patient felt slightly better, the temperature 
fell to 98° F. (36.7° C.) and the pulse to 100, but during the 
day the temperature and the pulse started to rise again. As there 
was no improvement in the physical signs it was decided to do an 
exploratory laparotomy. Under spinal analgesia a low median 
incision was made. On opening the peritoneal cavity some sero- 
purulent fluid was found in the pelvic cavity. The right iliac fossa 
was searched, but no caecum or appendix was found. A loop of 


4 


the large intestine. when traced downwards was found to end in the 
rectum. Perforation of a left-sided appendix was immediately thought 
of, and therefore search was made in the left iliac fossa. There an 
inflamed appendix was found covered with some fibrin, but com- 
pletely free without any omentum in the neighbourhood. There was a 
neat perforation situaied about 1 in. (2.54 cm.) from the tip of the 
organ. The appendix was removed, the stump buried with a purse- 
String suture, and the pelvic cavity drained. The patient was given 
100,000 units of penicillin immediately and then $0,000 three-hourly. 
He also received | g. of soluble sulphamezathine every six hours for 
one week, during which time the temperature was about 1° F. above 
normal. After one week the drain was removed. Convalescence 
was otherwise uneventful, and the patient was discharged twenty days 
after the operation. 


An x-ray examination was made before his discharge and it 
was found that all his organs were normal, but his heart, liver, 
stomach, and duodenum were completely transposed. The 
lesson to be learned from the above case is that in any obscure 
condition a thorough examination of the patient is necessary ; 
had the front of the chest been also examined, the heart would 
have been found on the right side and immediately the possi- 
bility of a left-sided appendix would have been thought of. 


My thanks are due to the Director of Medical Services for permis- 
sion to publish the above case. 


—I am, etc., 


Mauritius. M. SHUN SHIN. 


Dexedrine Poisoning ad 
Sm,—To add to the previously recorded cases (see for 
instance British Medical Journal, 1949, 2, 1394) of acute 
“ dexedrine ” poisoning, the report of a case in a boy aged 2 
years may be of interest. 


The child was said to have swallowed five 5-mg. tablets from his 
mother’s handbag. He was given a saline emetic ten minutes later, 
but with no effect.. He appeared well 30: minutes later and was 
given his breakfast. One hour later he became flushed and jumpy. 
He repeatedly picked up and dropped objects, and then ran to his 
parents, calling to them as if frightened. A few minutes later 
twitching movements of his arms were noticed. On admission 
three hours after taking the tablets he was delirious and threw 
himself violently around the bed, and, if restrained, repeatedly tossed 
his head from side to side. 

Examination showed his pupils were dilated and only just 
responded to light; his tendon reflexes were not elicited: his plantar 
responses were flexor; and his temperature and pulse were slightly 
raised. Lumbar puncture showed a clear colourless fluid with a 
ag of 190 mm. of water, and the cells and chemistry were 
normal. 

His stomach contents were aspirated and consisted of semi-digested 
food. He was given 2 dr. (7 ml.) of paraldehyde (through a Ryle’s 
tub passed nasally), and this was repeated four hours later. Subse- 
quently, five doses of 1 dr. were given as the degree of narcosis 
decreased and the state of excitement recurred, but eventually he 
fell asleep and finally awoke 46 hours after admission, when he 
appeared tired but otherwise well. 


—I am, etc., 


Christchurch, Hants. S. T. LANGHAM. 


Pernicious Anaemia and Gastric Carcinoma | 


Sir.—The article on gastric carcinoma and pernicious anaemia 
by Drs. J. Mosbech and A. Videbaek, like your editorial on 
the subject, appearing in the British Medical Journal for 
August 12, pp. 390 and 405, appears to me to fail to take into 
account one simple and obvious explanation of the fact that 
gastric carcinoma appears to be commoner among victims of 
pernicious anaemia than it should be: namely, that pernicious 
anaemia may be due in some instances to carcinoma of the 
stomach. To put it differently, not all cases of pernicious 
anaemia are truly cases of pernicious anaemia ; some are cases 
of carcinoma of the stomach masquerading as instances of 
pernicious anaemia. If we could separate the “true” or idio- 
pathic or agnotogenic cases of pernicious anaemia at the outset, 
we might find that they were no more subject to gastric 
carcinoma than the average person—or perchance even less so. 
am, etc., 

Honolulu. Harry L. ARNOLD, Jun. 
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Delayed Post-natal Separation of the Cord. 


Sm,—I thought that possibly the following case of delayed 
separation of the umbilical cord might be of sufficient interest 
to record. The mother, aged 30, is an exceptionally healthy 
young woman. Her pregnancy was normal throughout, and I 
delivered her—a simple low forceps—on July 27, 1950. 


The baby, a male, weighed 7 Ib. 12 oz. (3.5 kg.) at birth, and 
appeared healthy in every way. In particular, the cord presented a 
perfectly normal appearance, neither unduly thick nor thin. The 
child developed an hordeolum on his left lower eyelid on the sixth 
day. This cleared up in a few days with saline bathing and ung. 
hydrarg. nit. dil., but a gland in the left anterior triangle of the neck 
began to enlarge and subsequently an abscess formed, which I incised 
on the 21st day. 

The cord meanwhile had remained dry throughout, but showed no 
signs of separating. The home conditions were excellent, and I had 
a most experienced resident nurse in charge. On the 27th day the 
cord began to separate, accompanied by a little bleeding. The final 
separation occurred on the 33rd day, the cord then presenting the 
appearance normally seen about the 6th or 7th day. The stump 
gave no trouble ; one application of silver nitrate was made as a 
precautionary measure. 

The baby remained healthy all through, and fed and slept well. His 
temperature never rose above 98.4° F. (37° C.) even while the cervical 
abscess was developing. He was breast-fed throughout, apart from 
a supplementary feed of 2 oz. of full-cream dried milk, after 
the 10 p.m. feed, from the 9th day. -He lost 6 oz. in weight the first 
week, but had regained his birth weight (7 Ib. 12 oz.) by the 14th 
day. From then on he gained steadily, and weighed 9 Ib. (4 kg.) on 
the 31st day (two days before the separation of the cord). 

I began to feel a bit perturbed when no signs of separation had 
shown themselves in a fortnight, and this was intensified at the end 
of three weeks, especially as none of the colleagues I consulted— 
either specialist or G.P.—had ever encountcred anything comparable. 
The infant’s general condition, however, remained so good that I 
decided that no active interference was called for, and I should not 
worry if similar conditions arose in a subsequent case. 


The circumstances appear to be distinctly unusual, and it 
would be interesting to know what is the longest period recorded 
for separation of the cord.—I am, etc., 

Clitheroe, Lancs. 


Gastric Ulcer after Vagotomy 


Sir,—The excellent article from the pen of Mr. D. M. 
Morrissey (September 16, p. 651) is timely in that it calls 
attention to what may prove quite an important side-effect of 
vagotomy. Ulcera:ion occurring in a vagotomized stomach may 
be entirely painless, and therein lies the menace. Not only may 
haemorrhage supervene, but presumably, what is worse, a 
developing carcinoma may be even more silent than usual. 
Further to the cases quoted by Mr. Morrissey, the following 
have come under our observation: 

(1) In our own series of seventeen vagotomies, two cases had 
developed gastric ulcer nine months and two years after operation, 
respectively. The first one was in the pyloric antrum and the other 
high up on the lesser curve. 

(2) A third case presented in out-patients recently, having had a 
gastro-enterostomy for a duodenal ulcer in 1928, followed by trans- 
hiatal vagotomy in 1947. This patient has now developed a gastric 
ulcer high on the lesser curve. He was symptom-free for two years 
following the vagotomy, but his indigestion returned one year ago. 

(3) In Toronto last year Dr. E. B. Tovee told one of us that of 
50 vagotomies done at the Toronto General Hospital three had 
developed gastric ulcer within a year of operation. All had an 
insulin-fast achiorhydria. 

(a) Male aged 52. Large duodenal ulcer at operation: developed 

a gastric ulcer high up on the lesser curve, only diagnosed on 

barium meal. ae 

(b) Male aged 21. Barium meal at one year showed a gastric 
ulcer on the mid-zone of lesser curve, symptom free. 
(c) Male aged 25. Barium meal at one year showed gastric ul 

of the mid-zone infiltrating the pancreas. 

In assessing these cases the normal coincidence of gastric and 
duodenal ulcers must, of course, be borne in mind. Drossner 
and Miller (Amer. J. med. Sci., 1940, 199, 90) stated that in 
15% of patients with a gastric ulcer a second duodenal ulcer 
or duodenal cap deformity will be found. Furthermore 5% 
of patients with an active duodenal ulcer also have an active 
gastric ulcer. These figures will have to be carefully considered 


E. R. B. Murray. 


in an attempt to assess whether the gastric ulcer is indeed a 
sequela of vagotomy. It is to be hoped that the large-scale 
follow-up of vagotomy cases now proceeding in this country 
and the U.S.A. will include routine barium meals and gastro- 
scopies in order to exclude the presence of a silent gastric ulcer. 

Is it possible that the change from the hypertonic steerhorn 
stomach of the frank duodenal ulcer to the more atonic 
J-shaped stomach following vagotomy is a factor in the develop- 


_ ment of ulceration on the lesser curve 7?—We are, etc., 


W. M. Capper. 
T. J. BuTLer. 


The Dangers of Mixing Domestic Cleansers 

Sir,—I received an urgent call to a woman who was said to 
have been “ gassed.” On arrival I found the patient, a middle- 
aged woman with a tendency to asthma, in a very distressed 
state. She was dyspnoeic and a little cyanosed, complaining 
of sternal pain and an aggravating cough. Her story was this. 
Her usual method of cleaning the lavatory bowl was by sprink- 
ling it with “harpic.” This time she sprinkled the harpic on 
first, and followed it with half a bottle of “ brobat.” A cloud 
of yellow fumes arose, which nearly overcame her before she 
could get into the fresh air. Test-tube experiment shows harpic 
+ brobat > chlorine gas. This reaction is not to the prejudice 
of either of these preparations, as they clearly are not intended 
for the same purpose, but a wider knowledge of the danger is 
perhaps desirable.—I am, etc., 

Canterbury. 


The Sprue Syndrome—A Plea for Help 


Sir,—In collaboration with. Dr. J. R. Fountain I published 
in the Journal (1950, 7, 1157) an aetiological study of some 2,000 
cases of the sprue syndrome (tropical sprue, idiopathic steator- 
rhoea, and coeliac disease) who received priority rations during 
the period 1943-8. We produced evidence to suggest that the 
syndrome might be conditioned by a genetic factor which may 
be accentuated and brought to light by a variety of environ- 
mental agents. The rarity of the syndrome (one case of idio- 
pathic steatorrhoea per 700.000 of a population over 15 years 
of age, and one case of coeliac disease per 135,000 of the popu- 
lation below 15 years of age) makes it unlikely that any 
individual will see sufficient cases to throw additional light on 
the aetiological importance of the genetic factor. I am_there- 
fore appealing to medical men in all parts of the world to help 
in this investigation by forwarding to me any information which 
they may possess in regard to the occurrence of two or more 
cases of the sprue syndrome in a single family. 1 would also be 
grateful for any information which would help to answer the 
question, What happens to children with coeliac disease ? 
What percentage die, recover, or appear in adult life as cases of 
idiopathic steatorrhoea ? Any help will be gratefully received. 
—I am, etc., 


Department of Medicine, 
University of Edinburgh. 


POINTS FROM LETTERS 


The True Source of Colchicine 
Dr. Georrrey E. Loxton (London, W.1) writes: The writer of the 
interesting leading article entitled “ Colchicine in the Chemotherapy 
of Cancer ” (Journal, September 23, p. 718) is mistaken. Colchicine 
is not extracted from the autumn crocus (Crocus sativus) but from 
Colchicum autumnale, the sole official source. ... Although the 
flowers of the two bear a superficial resemblance they are pharma- 
cologically and botanically distinct. Crocus sativus, although of 
great historical] interest as the source of saffron, is pharmacologically 
inert. With the related Crocus vernus, it belongs to the natural 
order Iridaceae, the flower having three stamens; Colchicum autum- 
nale belongs to the natural order Liliaceae, its flowers having six 
stamens. Each bulb carries two to six delicate lilac crocus-like 
flowers in the autumn. The seed pods winter underground and 
appear in spring, making meadows poisonous to cattle. . . . Crocus 
sativus was extensively cultivated at Saffron Walden, in Essex, 
in Edward III's reign, and extensively used in cookery until 
the nineteenth century, the old crocus farmers being known as 
“ crokers,” and the name in literature is often used to signify a 
grumbler. The use of colchicine was introduced into regular 
in this country by Stoerck in 1763. 


E. BELLAMY. 


L. S. P. Davipson. 
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Obituary 


Sir ERNEST GRAHAM-LITTLE, M.D., F.R.C.P. 


A long career of distinguished service to his university and 
his profession is ended with the death, which took place 
suddenly at his Epsom home on October 6, of Sir Ernest 
Graham-Little in his eighty-fourth year. He shared his 
life fairly evenly between medicine, education, politics, and 
his family. 

Ernest Gordon Graham-Little (he took the name Graham 
as an additional surname in 1931, the year of his knight- 
hood) was born in 1867. His father, Mr. Michael Little, 
J.P., was in the Indian Civil Service; his mother came 
from Capetown. He was educated at South African 
College, Cape University, where he took his B.A. and a 
gold medal, and then came to 
London to study medicine at 
Guy’s and St. George’s, com- 
pleting his medical training 
in Dublin and Paris. He 
graduated M.B. (London) 
with honours in 1893, and 
proceeded M.D. in the fol- 
lowing year. In 1895 he be- 
came a Member of the Royal 
College of Physicians, and a 
Fellow of the College in 1906. 
In 1902 he succeeded Sir Mal- 
colm Morris as physician in 
charge of the skin department 
at St. Mary's and lecturer in 
dermatology to the medical 
school, and he remained there 
until his retirement in 1934, 
resuming charge of the department in 1940-1 when the 
hospital staff was depleted by war. . In addition to 
his large private consulting practice in Wimpole Street, 
he was consulting physician to the East London Hospital 
for Children, Shadwell—the appointment he most enjoyed 
—and consulting dermatologist to several charitable 
and professional organizations. Throughout his dermato- 
logical career he maintained a great interest in pathology, 
and he was the first to describe, in 1901, what was later 
termed the Waterhouse-Friderichsen’s syndrome. During 
the first world war he was consulting dermatologist to a 
number of military hospitals. Graham-Little’s eminence 
in his specialty was quickly recognized, and students found 
him a model teacher. He was one of the early presidents of 
the Dermatological Section of the Royal Society of Medi- 
cine, a corresponding member of the American Dermato- 
logical Association, and honorary or corresponding mem- 
ber of similar societies in half a dozen European countries. 
In 1935 he was elected honorary president of the Inter- 
national Dermatological Congress. He made many contri- 
butions to dermatological literature and was editor of the 
section on skin diseases in the Medical Annual. 

In his later. career his dermatological work was over- 
shadowed by his preoccupation with university and, later 
still, Parliamentary affairs. His desire was to see every 
clever boy and girl given the chance of university educa- 
tion. He represented the medical graduates of London 
University in the Senate from 1906 until the present year. 
An ardent protagonist in various controversies concern- 
ing medical education, he was foremost in resisting an 
attempt to fasten upon the university an official co-opera- 


tion in its final M.B., B.S. examinations with the Conjoint 
Board, a proposal which, in his view, if carried out would 
have lowered the standard and reputation of the London 
University degrees in medicine. Some may have judged 
him a diehard; he was certaifily a strong individualist, 
with a pronounced dislike of Socialism in medicine as in 
other spheres, attested by his opposition to the National 
Health Service, which he thought inimical to medical free- 
dom. But in many respects he was progressive. Largely 
owing to his insistence, increased provision was made for 
the clinical education of women in London by the recog- 
nition of the West London Hospital as an institution for 
the admission of women as external students of the univer- 
sity. This action helped to undo a serious injustice to 
women students, who, having completed their preclinical 


education in London, had found it impossible to take their. 


clinical studies there. 

His services to the university make a long catalogue. He 
was chairman of the Council for External Students and 
president of the University Graduates Association from 
1922. In 1924 he was returned as Member of Parliament 
for the university after a memorable contest, in which he 
had against him representatives of the three principal 
parties of the day. The late Sir John Rose Bradford was 
the runner-up, and Graham-Little beat him by 400 votes. 
At the next election his majority was nearly 3,000, and 
on two subsequent occasions it passed 5,000, but in 1945 
he came within a very few votes of being beaten by 
Dr. Mary Stocks, principal of Westfield College. He sat 
as an Independent or, during his last ten years in Parlia- 
ment, as a Nationalist. He devoted himself assiduously 
to his Parliamentary duties, especially after his retirement 
from his hospital appointment in 1934. His voice was 
often heard resisting any insidious proposal for giving 
countenance to unqualified practice. He fought strenu- 
ously for granting to doctors the same privilege of profes- 
sional secrecy in courts of law as was enjoyed by the legal 
profession. He opposed the compulsory clauses of a Bill 
dealing with the notification and treatment of venereal 
disease, and he was able to influence Government policy 
with regard to the more scientific use of radium. He 
employed his medical knowledge effectively in committee 
work on various measures which had a medical bearing, 
notably the recent Criminal Justice Act. He was chairman 
of the Medical Parliamentary Committee in 1943. On his 
retirement from the Senate of London University last May 
a resolution was passed placing on record the Senate’s high 
appreciation of his services as one of its members for 44 
years and as Member of Parliament for 26 years. 


Sir Ernest Graham-Little was frequently in the thick of 
controversy, in which he did not spare his opponents ; but, 
like many other doughty fighters, when he took off his 
armour he was the gentlest of men, as those can testify 
who accompanied him on his walking tours or met him 
over the chessboard or among the Knights of the Round 
Table. Among his other interests were his membership 
of the British Science Guild, the Commons and Footpaths 
Preservation Society, the Society of Individualists, and the 
League for European Freedom. He was a prolific writer 
of letters to the Press, but he also contributed weighty 
articles on medical education, hospital policy, and like sub- 
jects to the monthly and quarterly reviews. Though not 
a member of the B.M.A. all his professional life—he was 
first elected a member in 1895, but he twice resigned and 
was twice re-elected—he served on the Association’s Parlia- 
mentary Elections Committee and on the Central Medical 
War Committee. He was a representative at the Annual 
Meeting on a number of occasions, and chairman of the 
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Marylebone Division in 1935-6. As far back as 1908, 
at the Annual Meeting at Sheffield, he was president of 
the Section of Dermatology. 

Sir Ernest was keenly interested in the liberal arts, and 
his house was full of many treasures : unfortunately it was 
completely destroyed by air attack in the last war. Of all 
his treasures noné were so dear to him as the portraits and 
busts he had of his wife and‘ children. Throughout his 
career Lady Graham-Little was a constant counsellor and 
fought by the side of her husband in all his elections. They 
shared bravely together the loss by drowning of their only 
daughter in 1932 and the death on active service in 1942 
of their only son. 


Dr. C. CHARLES BURLINGAME, psychiatrist-in-chief of the 
Institute of Living, Hartford, Conn, U.S.A., died in Leicester 
on July 22. He represented the American Psychiatric Associa- 
tion at the annual meeting of the Royal Medico-Psychological 
Association, and developed the acute symptoms of his illnéss 
when in this country. He was born in Rockford, Illinois, in 
1885, and he graduated in medicine from the Illinois Medical 
College in Chicago in 1908. His early training in psychiatry 
was obtained in state hospitals in Massachusetts and Minnesota. 
Subsequently he accepted an appointment as the first full-time 
psychiatrist in industry, and this interest in the application of 
psychiatric principles to industry he retained throughout a very 
active career. In 1921 he was appointed executive officer of 
the Columbia University-Presbyterian Hospital Medical Centre, 
and he received credit for much of the success of that colossal 
structure and organization. Later he returned to private prac- 
tice.in New York, and it was in 1931 that he was appointed 
psychiatrist-in-chief of the Institute of Living. Under his 
guidance the activities of the institute expanded in all direc- 
tions. While he offered facilities for the practice there of all 
recognized forms of therapy, he was dissatisfied with the 
adequacy of the Freudian theories to deal with the problems 
of abnormal behaviour and was not in sympathy with psycho- 
analytic methods. He was firmly of the belief that aftercare 
should be extended on the basis of re-education and reconstruc- 
tion, and he developed an elaborate programme of educational 
therapy. Research facilities were lavish, and he was a stimu- 
lating chief. Research in psychiatry was encouraged in this 
country by his generous gifts to the Royal Medico-Psychological 
Association for the Burlingame Prize. At the time of his 
death he was president, director, and chairman of the board 
of managers of the institute. Burlingame was editor of the 
Digest of Neurology and Psychiatry and associate editor of 
the American Journal of Psychiatry. Not only did he edit 
the Digest but he distributed this gratis each month to 19,000 
professional people and libraries in many countries. Its recep- 
tion was always eagerly awaited, and it remains a monument 
to his organizing skill and ability. A man of unbounded energy, 
with a flair for the dramatic, he was a fluent speaker and always 
in great demand. He was a regular visitor at the annual meet- 
ings of the Royal Medico-Psychological Association, and was 
made an honorary member of the association the day befure 
his illness developed. He was similarly honoured by other 
international psychiatric bodies and was the recipient of a 
number of decorations from foreign Governments. Of these 
he greatly prized that of Officer of the French Legion of 
Honour, to which he had been elevated in 1947. He married 
Ruth Beardsley Parsons in 1912, to whom the sympathy of 
his many friends in this country is extended. 


Dr. ARCHIBALD MACLEAN died suddenly while on holiday on 
August 3 at the age of 43. He had been in practice in Hamilton 
since 1934. After graduating M.B., Ch.BiGlasgow) in 1930, 
he held resident appointments at the Victoria Infirmary. For 
two years he worked as an assistant in a practice at Old 
Cumnock, Ayrshire, and in 1934 he moved to Hamilton as a 
partner to Dr. Stewart. He became senior partner in the 
practice in 1945, holding the appointments of factory surgeon, 
Treasury medical officer, and medical officer to the post office 
for the Hamilton district. He had a large practice and was 


exceptionally popular with his colleagues, patients, and friends 
because of his constant cheerfulness, though he had known for 
some time of the possibility of a sudden catastrophe. An elder 
of his church and a good friend to many, he will be sadly 
missed. He is survived by his widow and two young daughters. 
—N. D. 


Dr. CHARLES JAMES PALMER, J.P., for many years a well- 
known medical practitioner in Mansfield Woodhouse, Notts, 
died in Nottingham on September 2. Hg was born in Ireland 
in 1871, and studied medicine at Liverpool and Birmingham, 
qualifying L.S.A. in 1895. After holding posts at the Royal 
Orthopaedic and Spinal Hospital, Birmingham, and the Don- 
caster Royal Infirmary, he began general practice in Mans- 
field Woodhouse in 1896, and he remained there until his 
retirement in 1947. He was honorary surgeon at the Mansfield 
General Hospital until 1920, when he resigned as a result of 
the strain of the very heavy duties he took on during the first 
world war. Dr. Palmer was an active member of the British 
Medical Association from 1896, and when the Association met 
in Nottingham in 1926 he was vice-president of the Section 
of Medical Sociology. He was a member of the Insurance Acts 
Committee, 1919-29, and also of its Executive Subcommittee 
and its General Purposes Committee. Taking a great interest 
in the affairs of colliery surgeons in Nottinghamshire, he was 
instrumental in forming the Notts Collieries Medical Service 


-Association and the Mansfield Public Medical Service, being 


president fr»m 1928 to 1943. In addition to these activities 
Dr. Palmer devoted much time to local government affairs, 
and was chairman of the Mansfield Woodhouse Urban District 
Council from 1907 to 1909. He was elected a county councillor 
and made a J.P. in 1910, and from 1940 to 1944 was chairman 
of the Mansfield Petty Sessional Division Bench, from which 
he retired in 1946. As a Freemason, Dr. Palmer lived up to 
his principles in every respect. He was immensely popular 
with his patients, who were impressed with his kind-heartedness 
and generosity. His widow and daughter will have the sym- 
pathy of the many who will feel his loss—H. D. P. 


Dr. THomMas HANSON CROSSFIELD DERHAM, J.P., who died at 
Bexhill-on-Sea on September 14, was a native of Preston, Lanca- 
shire, and spent the whole of his professional life thefe. Born 
in 1874, he was educated at Preston Grammar School and Edin- 
burgh University, graduating M.B., C.M. in 1894. His father, 
who was in medical practice in Preston, died while he was still 
a student, but *Tom Derham returned to the house in which he 
had been born and rebuilt the practice in which he laboured 
so acceptably until his retirement in 1946. For many years 
he was a member of the visiting staff of the Preston Royal 
Infirmary and had charge of the physiotherapy department. 
He was a member of the Preston County Borough Council 
for 30 years, an alderman from 1926 to 1934, and mayor in 
1932-3. In the first world war he served in the R.A.M.C., and 
was on active service from 1915 to 1918, attaining the rank of 
major. A lifelong supporter of Preston North End Football 
Club, he was for many years medical officer to the club and 
never missed a match. He was a borough magistrate for many 
years, and was also associated with the St. John Ambulance 
Brigade and with the Preston Nursing Association. Derham 
was a member of the Preston Insurance Committee for over 
33 years and chairman in 1923-4. For many years a member 
of the B.M.A., he was chairman of the Preston Division from 
1939 to 1944, chairman of the Preston panel committee from 
1938 to 1944, and of the Preston local medical war committee 
from 1939 to 1946. He represented the Preston Division at the 
Annual Representative Meeting in Aberdeen in 1939. Com- 
pact and solid in his build, he looked a model of calm depend- 
ability, and this is just what he was, with a saving sense of 
humour added. He earned the gratitude and affection of his 
patients and townsmen and the respect and love of his 
colleagues. During the latter years of the war he became 
increasingly crippled with rheumatoid arthritis, but he con- 
tinued to work until his son, who succeeded him, returned 
from Service. He is survived by his widow, three daughters, 
and one son. One son was killed in Italy during the last 
war.—F. M. R. 
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Dr. ALFRED WILLIAM Moore, at one time Deputy Director- 
General of the Ministry of Pensions, died at his home at 
St. Albans on September 20. He was born in Norwich in 1881, 
and received his medical training at Emmanuel College. Cam- 
bridge, and St. George’s Hospital, qualifying in 1905 and 
graduating M.B., B.Chir. a year later. After holding house 
appointments, he settled down to general practice in a partner- 
ship at Stony Stratford, Bucks. Very soon afterwards the 
Territorial Army was formed and Moore’s senior partner, 
Dr. Bull, raised a cavalry field ambulance with its headquarters 
at Stony Stratford. In this Moore took a commission. At the 
outbreak of war in 1914 he was second in command, and 
became C.O. the next year, after the evacuation of Gallipoli, 
where his field ambulance served dismounted with its brigade 
—the Bucks, Berks, and Dorset Yeomanry. From 1916 to 1918 
Moore continued to command his unit in Siniai. Palestine, and 
Syria in a series of campaigns which are likely to remain 
historic as the last in which cavalry played a decisive part. It 
was then that he displayed that talent for organization, the 
balanced judgment, and the combination of personal charm 
with sweet reasonableness which were to mark his subsequent 
career. He was mentioned in dispatches three times, and was 
awarded the O.B.E., the Territorial Decoration. and the Order 
of the Nile. After the war he joined the medical staff of the 
Ministry of Pensions and became a permanent Civil Servant, 
reaching before retirement in 1946 the position of Deputy 
Director-General of Medical Services. He was a member of the 


_Central Medical War Committee from 1938 to 1944. Moore was 


an English gentleman of a tyre now becoming uncommon. His 
father was a canon of Norwich Cathedral, but came of an old 
Norfolk family of yeoman farmers, and his son retained through- 
out life the tastes and outlook of the countrynan. A fine shot 
and a good oar—he was in the Cambridge trial eights of 1900— 
he spent nearly all his holidays on the Norfolk Broads sailing his 
beloved boats. He was a man of quite exceptional charm, and 
both his manners and his personal appearance had a rare 
distinction. None who were privileged to observe it will forget 
the warm happiness of his family life with his wife and five 
children. To them the sympathy of many friends = go out. 


F. H. 


We record with regret the death of Sir GEorGcE Roserts. Bt.. 
who was Almoner of St. Thomas’s Hospital from 1926 to 1943. 
He was born in 1859. In 1919 he became a member of the 
council of the King Edward’s Hospital Fund for London. 
Roberts made a gift of £105.000 to the Fund as a thank-offering 
for the recovery of King George V from his serious illness in 
1929. He was created a baronet in the following year. 


B. M. writes: Some there are who so identify themselves 


with the institution they serve that their passing leaves among | 


colleagues a deep void. Such a man was NORMAN STUART 
CARRUTHERS. Success came rapidly in his specialty, for his com- 
manding presence radiated confidence, and his surgery was 
marked by a craftsman’s skill. Kindness and generosity were 
his outstanding qualities, and particularly were these shown to 
children, of whom he had deep understanding. Confident in 
his own strong will, he expressed his opinion decisively, leaving 
those from whom he differed under no misapprehension as to 
his own views. His judgment and foresight were such as to 
lead inevitably to’ involvement in hospital administration and 
appointment to many committees. His chief interest, however, 
was in the nursing committee, of which he was chairman and 
where his déath will be most keenly felt. In addition to his 
professional work Carruthers had many other interests. He 
was skilled in carpentry and mechanics and later became inter- 
ested in farming. Life was not too kind to him. Of his two 
sons, one died in infancy from diphtheria—in his memory was 
given the Jock Carruthers medal for the outstanding student 
nurse of her year at the Norfolk and Norwich Hospital. His 
other boy twelve months after qualification was accidentally 
killed while serving in the Army in India. To his son’s widow 
and two young children the remainder of his days were devoted. 
To them, his widow, and other members of his family the 
sympathy of all his many and grateful friends is extended. 


Universities and Colleges 


UNIVERSITY OF ABERDEEN 


At a graduation ceremony held on September 27 the following 
medical degrees were conferred : 

M.D.—'l. A. Anderson, 'A. D. Macrae, *A. Mair, I. C. Cowan, 
L. G. Tulloch. 

M.B., Cu.B.—' *C. U. Webster, ‘Rosamond Beattie, 7Elizabeth A. F. 
Priest, 7J. G. Stewart, 7D..M. McLellan, Elizabeth P. N. Bell, A. M. 
Blackwell, 1. M. Brooker, W. R. Bruce, W. R. Buchan, J. N. Burry, 
D. D. Carmichael, J. P. Chadwick, S. C. Clifford, A M. Cook, G. J. 
Cordice, G. G. Duncan, A. L. S. Duthie, A. T. Edwards, Jean McG. 
Edwards, A. L. Florence, N. G. Fraser, D. T. Gordon, Dorothy Gray 
(née Armstrong), ‘K. T. Gruer, R. T. S. Henderson,.A, F. Henry, 
R. W. Hilton, N. B. Hopper, W. I. Horne, C. R. Innes, G. Innes, 
G. S. Joss, Janina E. Koperska, A. W. Laing, R. A. Laing, G. S. 
Laird, Zofia K. W Laszewski (née Kinel), Helen C. Lawson, G. 
Lorimer, A. D. Lyall, D. S. McConnach, D. J. McCulloch, W. G. 
MacDonald, Winifred W. McDonald, A. W. McIntosh, W. McIntyre, 
I. Mackay, J. McKay, M. Mackay, K. J. Maclean, H. N. MacPhail, 
R. T. Macpherson, N. Marshall, Valerie MacA. Milne, R. A. 
Mitchell, D. M. Moir, J. S. V. Mouat, R. R. Mowat, Munel J. 
Mucha (née Mackie), D. R. Murray, N. T. Nicol, T. A. A. Pearce, 
W. J. W. Rae, Frances S. Ritchie, Margaret Robson, Helen 
C. de C. Roll (née Scott), N. Z. Sacks, H. G. Saunders, 
A. Sillars, L. C. Skinner, D. M. Slessor, I. W. Strachan, 
J. Strachan, Dorothy A. Sutherland, K. I. Sutherland, Janina Z. M. 
Szamocki (née Skroczynski), A. J. Taylor, Katharine J. Thicknesse, 
Isabella E. M. F. Thomas, I. D. H. Todd. Audrey M. G. Towns, 
E. I. Watty, Dolores F. Webster, R. D. Weir. 


*With honours. *With commendation. *Passed Final M.B., Ch.B. 
degree examination with distinction in surgery, medicine, and mid- 
wifery. ‘Passed Final M.B., Ch.B. degree examination with distinc- 
tion in midwifery. 


UNIVERSITY OF LONDON 


The Semon Lecture for 1950 entitled “‘ The Development and the 
Present Use of Bronchospirometry ” will be delivered by Dr. Paul 
Frenckner, lecturer at the Karolinska Institutet and head of the 
Department of Oto-rhino-larnygology, Southern Hospi.al, Stockholm, 
at the Royal Society of Medicine, 1, Wimpole Street, London, W., 
on Thursday, November 2, at 5 p.m. 

A special university lecture-on “ The Circulation in Pregnancy ” 
will be delivered by Professor R J. Kellar, Professor of Obstetrics 
and Gynaecology in the University of Edinburgh, at University 
College Hospital Medical School, University Street, London, W.C., 
on Friday, November 3, at 5 p.m. 

Professor F. A. E. Crew, F.R.S., Bruce and John Usher Professor 
of Public Health and Social Medicine in the University of Edinburgh, 
will deliver a course of three special university lectures on “ The 
Biological Aspects of War” at the Senate House, University of 
— Bloomsbury, W.C., on Thursdays, November 16, 23, and 30, 
at 5.30 p.m. 

The lectures are addressed to students of the University and to 
others interested in the subjects. Admission is free, without ticket. 

Dr. W. S. Feldberg, F.R.S., will deliver a course of three lectures 
on “ Chemical Transmitters ’ in the physiology theatre of University 
— a Street, W.C.) on November 10 and 21 and December 

3 at 5.15 p.m. 

Professor Hamilton Hartridge, F.R.S., will deliver a course of three 
lectures on “* Some Recent Advances in the Physiology of Vision ” 
in the physiology theatre of University College, Gower Street, W.C., 
on Tuesdays October 24 and 31 and November 7, at 5.15 p.m. 

Four lectures on “ Aspects of Protein Structure ” will be delivered 
by Dr. A. Elliott and Dr. W. E. Hanby in the physiology theatre of 
University College, Gower Street, W.C., on Mondays, November 20 
and 27 and December 4 and 11, at 4.45 p.m. 


UNIVERSITY OF BIRMINGHAM 


Dr. Kurt Aterman has been appointed Lecturer in Biophysics in the 
Department of Anatomy, from October 1. 

The following resignations are announced: Dr. Harold Scarborough 
(Reader in Medicine) from September 30 on appointment as Professor 
of Medicine and Director of the Medical Unit at the Welsh National 
School of Medicine, Cardiff; Dr. C. N. Hand (Lecturer in 
Bacteriology). 

Professor H. F. Humphreys, Vice-Principal and Professor of 
Dental Surgery in the University. will deliver a lecture entitled 
“ The Horn of the Unicorn” in the Mason Theatre, Edmund Street, 
Birmingham, on Tuesday, October 17, at 1.45 p.m. He will also 
discuss “ Malthus and Modern Times” in a lecture to be given in 
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the Union Debating Hall, Edgbaston, Birmingham, on Thursday, 
October 26, at 1.45 p.m. 

Professor K. Mather, D.Sc., Professor of Genetics in the University, 
will deliver a lecture on “ Genetics and its Relation to Human 
a * in the Mason Theatre on Tuesday, November 14, at 

p.m. 

A lecture on “ Henry VIII: A Medical Study” will be delivered 
by Professor J. F. D. Shrewsbury, Professor of Bacteriology in the 
= in the Mason Theatre on Thursday, November 23, at 

45 p.m. 

On Friday, December 1, at 1.45 p.m., in the Union Debating Hall, 
Bertrand Russell, O.M., F.RS., will deliver a lecture on “The 
Impact of Science on Society.” 


ROYAL COLLEGE OF OBSTETRICIANS AND 
GYNAECOLOGISTS 


At a recent meeting of the Council of the College the President, 
Professor Hilda Lloyd, was appointed to represent the College on 
the General Medical Council. 

The Honorary Fellowship of the College was conferred on 
Dr. George William Kosmak, of New York, editor of the American 
Journal of Obstetrics and Gynecology, in recognition of his services 
to obstetrics and gynaecology. * 

Mr. Geoffrey Keynes and Dr. R. J. Minnitt were elected to the 
Fellowship under the rule permitting the election annually of not 
more than two practitioners who are not obstetricians or gynaecolo- 
gists, but who have made valuable contributions to the advancement 
of obstetrics and gynaecology. 

It was announced that Sir Arthur Sims had made a gift of securities 


to the value of over £25,000 to establish the Nancy Sims and ~ 


Margaret Black Travelling Professorship Fund, the income from 
which will enable the College to appoint a senior obstetrician- 
gynaecologist to visit Australia and New Zealand and the other 
countries of the Commonwealth in alternate years. 

It was also announced that the trustees of the Bernhard Baron 
Charitable Trust intended to make a gift of £10,000 to found a 
Travelling. Scholarship. 

The following were admitted to the Membership of the Coilege: 
G. T. Altimas, J. D. Andrew, P. R. Blahey, G T. Carson, C. J. 
Champ, F. L. Clark, T. R. Clarke, W.” W. Coppinger, B. M. 
Corkill, E. D. Crichton, T. Dean, C. N. DeGaris, W. Donovan, 
H. P. Dunn, Isabel L. Dyke, M. W. Elliott, C. J. Farr, B. Fatima, 
W. R. Foote, M. B. Fox, H. H. Francis, A. C. G. Frost, W. D. 
Giffen, C. A. Haxton, H. A. Henderson, H. F. Hills, R. Hodkinson, 
R. H. Horner, D. R. Hughes, T. G. Ingram, D. J. Mcl. Irvine, 
H. A. Keisey, D. Kutty, J. F. Leaver, J. L. MacArthur, D. C. 
McEwen, K. T. MacFarlane, Ishbel M. Macrae, C. M. H. Mair, 
W. D. Marshall, Helen M. Noble, R. H. O’Hanlon, D. G. P. 
Paranjothy, M. G. Pearson, E. Len P. D. Rajaratnam, I. 
Ramamurthi, K. E. E.’ Read, H. Rowley, A. M. Rutherford, 
$. A. Scorer, D. R. Sheumack, E. 7 Southern, D. W. Sparling, 


No. 38 
INFECTIOUS DISEASES AND VITAL STATISTICS 


We print below a summary of Infectious Diseases and Vital. 
Statistics in the British Isles during the week ended September 23. 


Figures of Principal Notifiable Diseases for the week and those for the corre- . 
sponding week iast year, for: (a) yon and Wales (London included). (b) 
— Ledministrative county). (c) tland. (d) Eire: (e) Northern Ireland. 

ures of Births and Deaths, and of Deaths recorded under each infectious disease, 
aa for: (a) The 126 great towns in England and Wales (including London). 

) London (administrative county). (c) The 16 principal towns in Scotland, . 
oY 13 principal towns in Eire. (e) The 10 principal towns in Northern Ireland. 

dash — denotes disease not 


denotes no cases; a blank space notifiable or no 
1950 |1949 (Corresponding Week) 
Disease 
infection 22) 3} 35) 4 171 1 
{2 
Diphtheria... 4 101 1| 4) 92) 13] 34, 5} 2 
Dysentery | 170} 124) 78} 16) 76, — | — 
Encephalitis, acute .. — 
enteritis or 
years 26| 1 1 
Measles* 2,673| 201| 97} 659| 18} 25| 30 
Ophthalmia neonatorum 37) 4 44, 
fe i] — 23} 
Pneumonia, influenza! . . 13) 4 wast 10) 
Deaths (from  influ- 
i 129 118 
1s a 113 1a 6 
i 4 48] 1 
Puerperal fever . . | 6 
Deaths 


Puerperal pyrexial| .. 72; 4 8 


T.D., R.A.M.C. 

Ist Clasp to the Territorial Efficiency Decoration.—Lieutenant- 
‘Colonel W. R. Blunt, T-D., R.A.M.C. . 

Territorial Efficiency Decoration with Ist Clasp.—Lieutenant- 


_ Colonel (Honorary Colonel) F. A. R. Stammers (T.A.R.O.), 


Lieutenant-Colonel C. W. Arnot, Major (Honorary Colonel) W 
Barclay, M.C., and Major R. K. Reeves, R.A.M.C, 

Territorial Efficiency Decoration.—Lieutenant-Colonel G. M. 
Komrower, Major (Honorary Lieutenant-Colonel) H. W. Feather- 
‘stone, Majors J. P. W. Hughes and D. J. Wigginton, Captains 
(Honorary Majors) J. Kerr, D. B. Brown, L. T. Clarke, D.S.O., and 
D. W. Gillies, and Captain A. R. Darlow, R.A.M.C. 


S. K. S. Roy, S. N. Upadhyay, L. G. R..Van Dongen, D. B. B. Relapsingfever ==. |) — | — Th. a 
Whitehouse, J. Wilbush, E. A. Williams, M. H. V. Young. : 
Scarlet fever .. 771) 52) 134) $3 1,097 165 95 
e 
Typhoid fever 3 8} 1 5 1 
Surgeon Rear-Admiral T. Madill, O.B.E., R.N., has been appointed «AOS at Sane 
Honorary Physician to, the King in succession to Surgeon Rear- Typhusfever .. ford) 
Admiral O. D. Brownfield, C.B., O.B.E., R.N., who has been placed ths °° rae sie 
on the Retired List. Whooping-cough —.. | 2,935, 234) 200) 69| 17) 1,061 39) 47, 43) 34 
A Supplement to the London Gazette has announced the following Deaths 
awards: 3 
Four Clasps to the Territorial Efficiency Decoration—Colonels Deaths @-t yea) 2os|_19 25 4 39] 20) 
M.C., T.D., and H. J. D. Smythe, M.C., T.D., Deaths (excluding still 536 
Three Clasps to the Territorial Efficiency Decoration.—Colonel 10-7) 10-5| 8 
J. Gwynne-Morgan, C.B.E., T.D., R.A.M.C. 204 
Two Clasps to the Territorial Efficiency Decoration —Colonel 066 6,894|1092) 815) 333) 7,111/1061 382| 244 
H. Robinson, T.D., Lieutenant-Colonels W. C. Barber, T.D., and rate per 6-0) 23-7 
A. Belam, T.D., and Major (Honorary Colonel) G. M. Frizell, ‘on 


Rate per 1,000 total 
births (including 28 


* Measles is not notifiable in Scotland, and the returns are therefore an 
ap] ximation only. 


(administrative county), will no longer be 
England 


t Includes primary form for 


and Wales, London (administrative 
county), and Northern Ireland 
§ The number of deaths from 


poliomyelitis and paliosnacenaiie for England 
and Wales, London (administrative county), are combined. 
Includes puerperal fever for England and Wales and Eire. 
Primary pneumonia no longer notifiable in Eire. 
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EPIDEMIOLOGICAL NOTES 


Poliomyelitis 

Notifications of poliomyelitis in the week ending September 30 
‘were: paralytic, 222 (268); non- paralytic, 109 (151); total, 331 
(419). The figures for the previous week are in parentheses. 
Total uncorrected notifications for 1950 up to and including 
the week under review are 6,351. The corresponding figures 
for 1947, 1948, and 1949 were 6.665, 1,449, and 3,641 respec- 
tively. It will be noted that the total figures for 1947 for the 
corresponding period now exceed those for 1950. 

The steady reduction in notifications is maintained in the 
week under review, and these were less than those for the 
preceding week by 46 paralytic, 42 non-paralytic—total, 88. 
The county areas with decreases of more than 5 compared with 
the preceding week were: London 8, Essex 7, Kent 6, Lanca- 
shire 11, Northumberland 10, Southampton 7, Stafford 6, Surrey 
7, and Middlesex 15. Any increases which occurred were 
generally distributed and insignificant ‘in number. Non- 
a cases in the week under review comprised 32.9% of 

total. 


The birth rate during the second quarter of this year was 
19.1 per 1,000, being 0.6 below the average of the June quarters 


for the five preceding years. The infant mortality was 34 per . 


1,000 registered live births and was the lowest ever recorded 
in Scotland for any quarter, being 2 below the rate for the 
corresponding quarter.of 1949 and 13 below the average of 
the five preceding second quarters. The stillbirth rate was 
26 per 1,000 total births. The general death rate was 11.6; 
this rate was 0.2 less than the rate in the second quarter of 
1949 and 0.3 below average of the five preceding June quarters. 
The death rate from all forms of tuberculosis was 56 per 
100,000 and 47 from respiratory tuberculosis ; both these rates 
were 13 below the rate for the corresponding quarter of 1949 
and they were respectively 24 and 17 below the five-years’ 
average. The marriage rate was 6.7 per 1.000 of the popula- 
tion, and was the lowest for any quarter since the first quarter 
of 1939 and lower than the pre-war average. 


Discussion of Table 


In England and Wales increases in the number of notifica- 
tions were reported for measles 179 and scarlet fever 21, while 
decreases were recorded for whooping-cough 151, acute polio- 
myelitis 59, and dysentery 45. 

A small rise in the incidence of measles occurred in most 
areas of the country ; the largest increases were Lancashire 75, 
London 55, and Cheshire 52. The outstanding exception to 
the general rise was a decrease of 215 in Lincolnshire. Very 
small changes occurred in the local trends of scarlet fever, 
A rise of 3 in Glamorganshire and a fall of 3 in Lancashire 
were the chief features of the returns for diphtheria. The largest 
declines in the number of notifications of whooping-cough were 
Middlesex 34 and London 33. 

The chief centres of dysentery were: Yorkshire West Riding 
35 (Shipley U.D. 10); Wiltshire 25 (Calne and Chippenham 
R.D. 25); Leicestershire 19 (Leicester C.B. 19); Lancashire 19 ; 
London 14; Durham 9. 

The largest returns of acute poliomyelitis were: Lancashiré 
41 (Liverpool C.B. 14, Manchester C.B. 12); Middlesex 25 
(Harrow U.D. 5, Hayes and Harlington U.D. 5. Ealing M.B. 4); 
London 24 (Hackney 5, Wandsworth 4); Yorkshire West Riding 
24 (Sheffield C.B. 7); Kent 23 (Chislehurst and Sidcup U.D. 4, 
Orpington U.D. 4); Gloucestershire 18 (Bristol C.B. 15); 
Staffordshire 17 (Wolverhampton C.B. 6); Durham 17; 
Northumberland 16 (Newcastle-upon-Tyne C.B. 5); Warwick- 
shire 15 (Birmingham C.B. 6); Surrey 15; Devonshire 15 
(Newton Abbot R.D. 4); Southampton 13 ; Somerset 13 (Long 
Ashton R.D. 4); Essex 13; Cheshire 10 (Nantwich R.D. 4). 

In Scotland an increase was recorded in the number of 
notifications of dysentery 30, measles 17, whooping-cough 14, 
and a decrease was reported for acute poliomyelitis 26 and 
scarlet fever 14. The chief centres of dysentery were Glasgow 
49, Edinburgh 20, Dumfries 14, Dumfries county 12, Stirling 


county 9. The largest returns for acute poliomyelitis were from 
Dundee 8, Glasgow 6, Lanark county 5, Moray and Nairn 
county 5, Edinburgh 3. 

In Eire the incidence of infectious diseases was unchanged 
from the preceding week’s level. The largest variation in the 
local trends was a decrease of 8 in the number of notifications 
of measles in Dublin C.B. 

In Northern Ireland the chief feature of the returns was a 
decrease of 15 in the notifications of acute poliomyelitis. The 
largest returns of acute poliomyelitis were Antrim county’ 3 
and Down county 3. 


Week Ending September 30 

The notifications of infectious diseases in England and Wales 
during the week included scarlet fever 937, whooping-cough 
2,616, diphtheria 50. measles 2.963, acute pneumonia 281, acute 
poliomyelitis 331, dysentery 187, paratyphoid fever 11, typhoid 
fever 7. 


4 


Medical News 


Hunterian Society 

For many years the Hunterian Society has had no permanent 
home for its many mementoes of John and William Hunter 
and their friends. Now the whole collection is effectively dis- 
played in one of the rooms of.the Ciba Foundation at 41, Port- 
land Place. On Thursday last the annual party of the Hunterian 
Society was held there, and Lord Horder, who was introduced 
by Sir Arthur Porritt, the president of the society, formally 
opened the museum and library. There are many interesting 
items in the museum. There is the gold watch which the staff 
of St. George’s Hospital presented to John Hunter and which 
he bequeathed to Charles James Fox, M.P. _ There is a copy 
of the songs which Haydn dedicated to Mrs. John Hunter and 
for which she wrote the words. The best known of them is 


probably “My Mother Bids me Bind my Hair.” There are ~ 


many manuscript letters and lecture notes, and even snuff- 
boxes and spectacles find a place in the glass show-cases. 
Quite the most interesting exhibit, however, is a new and fine 
portrait of William Hunter which was painted by his friend 
Sir Joshua Reynolds (see p. 886). 


Heberden Society Dinner 

The council of the Heberden Society on October 5 gave a 
dinner in honour of Dr. and Mrs. Philip Hench. The other 
guests present were Sir William Douglas and the Editor of the 
British Medical Journal. The president of the society, Dr. 
W. S. C. Copeman, was in the chair, and Lord Horder, on 
behalf of the Society, gave a short speech of welcome to which 
Dr. and Mrs. Hench replied. Dr. Hench is at present 
in this country giving lectures on the work originated by him- 
self and his colleagues at*the’ Mayo Clinic on the treatment of 
rheumatic and other conditions with cortisone and A.C.T.H. 


Rockefeller Grants 

The Rockefeller Foundation has made grants totalling nearly 
£20,000 to assist in studies on heredity, anthropology, and’ 
anatomy in London, Cambridge, and Bristol. A grant of 
£10,000 to the Galton Laboratory, University of London, for 
work on human heredity is to be used in part to employ social: 


workers to collect data on individuals and families. The Royal ~ 


Statistical Society will receive £7,142 to develop library facili- 
ties in its new centre in London. The department of anthropo- 
logy at Cambridge University will receive £1,000 to defray the- 
cost of a field study in India. A grant of £1,250 to the anatomy 
department at Bristol University is to facilitate research work 
under the direction of Professor J. M. Yoffey. 


Mass Radiography at Oxford 

Freshmen arriving at Oxford University this term are being: 
offered x-ray examination of the chest. The facilities are being. 
provided by the Oxford Regional Hospitals Board. 
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Advancement of Radiology 

The Detroit Roentgen Ray and Radium Society has elected 
Dr. J. F. Brailsford an honorary member in recognition of his 
“ outstanding contribution to medicine and the advancement of 
the science of radiology.” 


Health Education 


A conference on “Health Education” was held at the 


Institute of Education, University of London, from September | 
' 27-30. The conference was primarily for training college 


lecturers on hygiene, and the subjects dealt with included: 
health education in schools, nutrition, school meals, infection 
in schools, rheumatic disease in school-children, .tuberculosis, 


and various psychological problems. 


British Rheumatic Association 

Lord Nuffield has accepted the presidency, to which he was 
unanimously elected at the annual general meeting of the 
association held at Friends House, London, on Thursday, 
September 28. 


Association of Scientific Workers 

Lord Haden-Guest has accepted the invitation of the execu- 
tive committee of the Association of Scientific Workers to 
become president of the association. Lord Boyd-Orr, who was 
president until recently, has resigned because of increased 
commitments. 


Manchester Medical Society 

All the medical and dental societies of Manchester have 
amalgamated to form one society—the Manchester Medical 
Society. Mr. Wilson Hey has been elected first president. At 
the first ordinary meeting of the society on October 4, which 
was attended by the Vice-chancellor of the University and the 
Presidents of the Royal Colleges and the Royal Society of 
Medicine, Mr. Wilson Hey delivered his presidential address on 
“The Story of the Manchester Medical Societies.” 


British Epilepsy Association 

A British Epilepsy Association has .been formed with the 
principal object of carrying owt an educational and propa- 
ganda campaign to create a proper understanding of the 
epileptic. Lady Cynthia Colville is chairman of the pro- 
visional council, and Miss Irene Gairdner, honorary secre- 
tary. The headquarters of the association are at 39, Queen 
Anne Street, W.1. The council includes five medical mem- 
bers—namely, Sir Charles Symonds, Dr. Russell Brain, 
Dr. Macdonald Critchley, Dr. Letitia Fairfield, and Dr. Denis 
Williams—and about 20 lay members. One of the activi- 
ties of the new organization will be the establishment of an 
information bureau and advisory service. The association 
will assist in the provision of hostels and convalescent homes 
and will publish literature designed to promote the interests 
of epileptics. 


Moyne Institute of Preventive Medicine 

The foundation-stone of the Moyne Institute of Preventive 
Medicine, Trinity College, Dublin, was laid by the Honourable 
Grania Guinness on September 30. The Institute is the gift 
of Miss Guinness in memory of her father, the first Baron 
Moyne. ‘Lord Moyne, who had a distinguished record of public 


service, was assassinated in Cairo in 1944 while acting as British 


Minister Resident in the Middle East. The Moyne Institute 
will house the departments of bacteriology and of social medi- 
cine, and will also contain a theatre to accommodate 100 
students, a lecture room, a departmental library, and labora- 
tories for large and small classes and for individual research 
workers. Space will be provided for diagnostic laboratories, 
inoculation rooms, sterile rooms, incubator rooms, a media 
kitchen, and rooms for washing and sterilizing, etc. One floor 
of one wing will be devoted to a department of social medicine, 
which the College authorities intend to establish when the Insti- 
tute is completed, probably by the autumn of 1952. Much 
thought and care have gone to the planning of this new build- 
ing. By the generosity of the Rockefeller Foundation and of 
Trinity College Professor J. W. Bigger and the architect were 


enabled to visit laboratories in England, Scandinavia, and the 
United States. The growth in size and importance of the 
department of bacteriology has been due in no small measure 
to the personality of Professor Bigger, and it is much to be 
regretted that ill-health has recently forced him to retire. 


COMING EVENTS 
Neurological Demonstrations 


A series of clinical neurological demonstrations will be given 
at the Maida Vale Hospital Medical School, London, W., on 
Fridays, at 5 p.m., from October 13 to December 15. Details 
will be published in the “Societies and Lectures” column of 


the Journal week by week. 


Annual Harveian 


Sir Leonard Parsons, F.R.S., will deliver ‘the Harveian 
Oration on “The Influence of Harvey and His Contempor- 
aries on Paediatrics” before the Royal College of Physicians 
of London (Pall Mall East, S.W.) on Wednesday, October 18, 
at 3 p.m. A dinner will be held at the College on the same day 


at 7.45 for 8 p.m. 


Society of Medical Officers of Health 

A meeting of the Society of Medical Officers of Health will 
be held in the Hastings Hall, B.M.A. House, Tavistock Square, 
London, W.C., on Thursday, October 19, at 5.30 p.m., when 
Dr. J. M. Gibson will be installed as president of the Society 
for 1950-1 and will deliver his presidential address entitled 
“Give Us the Tools.” 


Biological Hazards of Atomic Energy 

The Institute of Biology and the Atomic Scientists’ Associa- 
tion, with the support of the British Association, will hold a 
conference on the biological hazards of atomic energy. The 
conference will take place at the Royal Institution, Albemarle 
Street, London, W.1, on Friday and Saturday, October 20-21, 
and will be divided into the following sessions: I. Biological 
and Medical Effects of Radiation (chairman: Sir Henry Dale, 
O.M., F.R.S.). Il. Tolerance Levels and Measures of Protec- 
tion (chairman: Sir John D. Cockcroft, F.R.S.). IIL. Bio- 
logical Implications (chairman: Sir Ernest Rock Carling). 
IV. Atomic Energy and the Future (chairman: Lord Boyd- 
Orr, F.R.S.). Discussion will follow the various papers ; there 
will be an exhibition in connexion with the conference. Admis- 
sion is by ticket, and further information can be obtained from 
the secretary, British Association, Burlington House, W.1. 


St. George’s Hospital Medical School 

A series of lecture-demonstrations on neurology and 
psychiatry will be given in the large lecture theatre of 
St. George’s Hospital Medical School, Hyde Park Corner, 
London, S.W., on Thursdays, at 4.30 p.m., from October 19 
to December 21. The lecture-demonstrations are open, 
without fee, to all medical practitioners and senior medical 
students. Details will be published in the “Societies and 
Lectures” column of the Journal week by week. 


Wessex Rahere Club 

The autumn dinner of the Wessex Rahere Club will be held 
at the Spa Hotel, Clifton, Bristol, on Saturday, October 21, 
when Mr. John Hosford will be the guest of honour. Member- 
ship of the club is open, without subscription, to all St. Bartho- 
lomew’s Hospital men resident in the West Country. All 
interested are invited to communicate with the honorary 
secretary, Mr. A. Daunt Bateman, F.R.C.S., 3, The Circus, Bath. 


Nurses’ and Midwives’ Conference 

The thirty-fifth annual Professional Nurses and Midwives 
Conference and Exhibition, held under the auspices of the 
Nursing Mirror, is to take place at Seymour Hall, Seymour 
Street, London, W.1, from October 23-27. The opening ' 
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ceremony will be performed by Countess Mountbatten of 
Burma. A number of conference lectures will be given by 
distinguished medical men and women, and in addition a full 
film programme has been arranged. 


Public Health Administration 

A Chadwick Public Lecture on “ Public Health Administra- 
tion in Western Union Countries: A Comparative Synthesis ” 
will be delivered by Dr. Neville M. Goodman (Ministry of 
Health) in the Sir Edward Meyerstein Lecture Theatre, West- 
minster Medical School, 17, Horseferry Road, Westminster, 
London, S.W., on Tuesday, October 24, at 4.30 p.m. Admission 
to the lecture is free and no tickets are required. 


Honymapr Gillespie Lectures 

A series of Honyman Gillespie Lectures has been arranged, 
in association with Edinburgh postgraduate courses, to take 
place during the autumn term in the anatomy theatre, University 
New Buildings, Teviot Place, Edinburgh, on Thursdays at 
5 p.m., from October 26 to December 14, both dates inclusive. 
The lectures are open to all graduates and senior students, and 
details will be published in the “ Societies and Lectures ” column 
of the Journal week by week. 


Prize Offered by American Chest Physicians 

The Board of Regents of the American College of Chest 
Physicians offers a cash prize award of $250 to be given 
annually for the best original contribution, preferably by a 
young investigator. on any aspect of medicine relating to chest 
disease.. -The prize is open to contestants of other countries 
as well as those residing in the United States. The winning 
contribution will be selected by a board of impartial judges, 
and the award, together with a certificate of merit, will be 
made at the forthcoming annual meeting of the College to be 
held in Atlantic City, New Jersey, on June 7-10, 1951. The 
College reserves the right to invite the winner to present his 
contribution at the annual meeting and to publish the essay in 
its official publication, Diseases of the Chest. Contestants are 
advised to study the format of Diseases of the Chest as to the 
length, form, and arrangement of illustrations to guide them 
in the preparation of the manuscript. The following conditions 
must be observed: 

1. Five copies of the manuscript, typewritten in English, should be 
submitted to the executive office of the College, 500, North Dearborn 
Sireet, Chicago 10, Illinois, not later than April 1, 1951. 

2. The only means of identification of the author or authors 
shall be a motto or other device on the title page and a sealed 
envelope, bearing the same motto or device on the outside, enclosing 


» the name of the author or authors. 


SOCTETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures 
marked » Application should be made first to the institution 


concerned 
Friday 


Marva Hospirat Mepicat ScHoor, London W.—October 13, 
5 p.m., clinical neurological demonstration by Dr. Samuel Nevin. 


Monday 

@InstiruTre oF Nevurowocy, National Hospital, Queen re, 
London, W.C.—October 16, 5 p.m., “ Electroencephalography in 
Children,” by Dr. Denis Hill. 

INSTITUTE OF OPHTHALMOLOGY (UNIVERSITY OF Lonvon), Judd Street 
London, W.C.—October 16, 5.30 p.m., “ The Optic Nerve and 
Chronic Simple Glaucoma,” by Mr. A. G. Cross 

@Rovat Facuttry or PuHysiciANS AND SURGEONS OF  Gtascow, 242, 
St. Vincent Street, Glas ; -—October 16, 4 “ The Effect of 
Cortisone and A.C.T.H. on Rheumatic Biseases.” Inaugural 
Walker Trust Lecture by Dr. Philip S. Hench (Rochester, U.S.A.). 


Tuesday 
BrisTou University.—Octoher 17, 8.15 p.m., “ Some Food Infection 
Problems.””’ Long Fox Memorial Lecture ‘by Sir William Savage. 
British PostGranuaTe MepicaL Feprration.—At London School 
of H oe ysens and Tropical Medicine, Keppel Street, London, W.C., 
17, 5.30 p.m., “ hag aun of Nutritional Status in 
Groups,” ‘by Dr . Smith. 


Eucentcs Society.—At Royal Society, Burlington House, Piccadilly, 
London, W., October 17, 5. 30 p .m., “ Colonial ou Policy in 
Relation to Population Growth” by Professor T. H. Davey. 

@INSTITUTE OF DERMATOLOGY, Lisle Street, Leicester Square, London, 
W.C.—October 17, 5 p.m., “ Pathology,”’ by Dr. J. O. Oliver. 

nee oF NeuROLOGY, National Hospital, Queen Square, London, 

W.C.—October 17, 5 p:m., “ The Physiology of Neuromuscular 
Transmission and Neuromuscular Block,” by Dr. W. Feldberg. 
Lonvon University.—At St. or Medical School 
ight-Flemin — Lecture tre), Paddington, London, 
tober | A me “ Hormones of the Sympathetic Nervous 
System and = Adrenal Medulla,’ ’ by Professor U. S. von Euler 
(Stockholm). 

Royat Eye Hospirtat, St. George’s Circus, Southwark, London, 
—October 17, 4 p.m., “ Contact Lenses,” by Dr. C. G. Kay Sharp; 
Spm, “ Genetics in Ophthalmology,” by Professor A. Sorsby. 

SocieTy FOR THE Srupy oF Appiction.—At Medical Society of 
London, 11, Chandos Street, Cavendish Square, London, W., 
October 17, 4 p.m., “Alcohol and the Motorist, with special 
reference to the Proceedings 4 the First International C onference 
aga and Traffic,” r. W. R. Bett. A discussion will 
ollow 

UNIVERSITY (Cottrce, Gower Street, London, W.C.—October 17, 
1.15 p.m., Unresting Cells,” by Mr. M. Abercrombie. 


Wednesday 


GLascow UNniversity.—In Department of Ophthalmology, October 


fe. : p.m., “ Extra-foveal Perception of Form,” by Dr. Stewart 

enfrew. 

HarvelANn Society or Lonpon.—At 26, Portland Place, London, W., 
October 18, 8.15 p.m., “ Byssinosis.”” by Dr. R. E. Lane. 

@INstiTUTE OF DermMaro_oay, Lisle Street, Leicester Square. London, 
W.C.—October 18, 5 p.m., “ Medical Mycology,” lecture-demon- 
stration by Dr. R. W. Riddell. 

Lonpon ASSOCIATION OF THE MEDICAL WOMEN’S FEDERATION.—At 
Royal Free Hospital School of Medicine, 8, Hunter Street, London, 
W.C., October 18, 8.30 p.m., annual general meeting. 

ROYAL COLLEGE OF PHYSICIANS or Lonpon, Pall Mall East, S.W.— 
October 18, 3 p.m, “ The Influence of Harvey and his Con- 


temporaries Paediatrics,” Harveian Oration by Sir Leonard 


Parsons, F.R 

Royat Institute oF Pustic HeatTH AND Hyctene, 28, Portland 
Place, London, W.—October 18, 3.30 p.m., “‘ Housing and Health 
aA Be in Great ae and France,” by Mr. B. S. Townroe, 


Thursday 

BritIsH INSTITUTE OF RapIoLocy, 32, Welbeck Street, w.— 
October 19, 8.15 pm. * Opportunity Knocks at the Door,” 
presidential ‘address by br. R. Fawcitt. 

BritisH PostGrapuate MeEnicaL London of 
Hygiene and Ttopical Medicine, Keppel Street, London, W.C., 
October 19, 530 pm., “ Nutritional Factors in Liver Disease,” 
by Dr. H. P. Himsworth. 

Cuiinicat Cius.—At B.M:A. Scottish House, 7, Drums- 
heugh Gardens, Edinburgh, October 19. 8 pm., “ The Future 
Status of the General Practitioner,” by Dr. W. D. D. Small. 

Lonvon Hosprtat Menicat Corcece, Turner Street. E.—October 19, 
4.15 at .m., “ Clinical Medicine,’”’ Schorstein Memorial Lecture by 

. R. Walshe, F.R.S. 


Eye Hosprtat, George’s Circus, Southwark, London, S.E. 


—October 19, 5.30 p “Visual Fields: Normal and Pathologi- 
cal,” by Mr. C. Taylor.’ 

Royat Sanitary Oldway Mansion, Paignton, 
October 19, 10 a.m., papers: “ Detection of Enteric Carriers in 
Towns by Means of Sewage Fxamination,”” by Dr. B. Moore: “ A 
Food Hygiene Scheme in a Health Resort,” by Mr. G. J. Loveless, 
M.S.1.A. Afternoon: visits will be made. 

Royat Society or MeDICcINE AND HYGIENE —At 26. Port- 
land Place, London, October 19, 730 p.m., “ Tropical 
Eosinophilia,” Dr. Donald Bail. A discussion will 
‘ollow 

St. Grorce’ Hosprrat Mepicat ScHoor, Hyde Park Corner, 
London, S.W.—October 19. 4.30 p.m., lecture-demonstration on 
neurology by Dr. D. J. Williams. 


Friday 

BIOCHEMICAL SocteTy.—At National Institute for Medical Research, 
The Ridgeway, Mill Hill, London, N.W., October 20, 11 a.m., 
290th meeting. Papers will be read. 

Britisu INstiTuTE or RapioLoay, 32, Welbeck Street, London, W.— 
October 20, 5 p.m., meeting of medical members; 6.30 p.m., 
“The Use of Crystals am and in the Measure- 
ment of Radiation.” H. Belcher, M 

FACULTY OF Royal College of Surgeons of 
England, Lincoln’s Inn Fields. London, C., October 20, 
2.15 p.m., diagnosis section meeting. ‘“ The Vaiue o Straight 
X-ray Examinations of the Skull the al of Lesions of 
the Central Nervous Svstem.”’ by Dr 

INSTITUTE OF OPHTHALMOLOGY OF Judd Street, 
London, W.C.—October 20, 5.30 p.m., “ Orbital Inflammation 
and the Ear. Nose, and Throat,” by Mr. J. Marshall. 

Vate Hosprrat Mepicat ScHoot, London. W.—October 20, 
5 p.m., clinical neurological demonstration by Dr. P. H. Sandifer. 
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Eye Hosrrrat, St. ie s Circus, Southwark, London, 


—October 20, 4.30 p.m., “ Medical Ophthalmology,” by Mr. A 
Cameron. 
RoyaL Mepicat Soctety, 7, Melbourne Place, Edinburgh.—October 
dissertation by Mr. A. E. 


20,  & p.m., “ The Mechanism of Sleep,” 


Sunday 
Lonpon JewisH HospitaL Mepicat Society.—At Rose Hertz Hall, 
House, Woburn Place, London, W.C., October 22? 
3 p. rrors Cardiovascular Practice,” presidential 
y Dr Konstam. 


APPOINTMENTS 
Harold Balme, O.B.E., M.D., F.R.C.S., has been appointed 
technical consultant on rehabilitation to the U.N. Department of 
Social Affairs and the World Health Organization. 


Cucsert, T. D.A., Senior Consultant Anaesthetist, Manchester 
Babies’ and Chibdsents Miomital Group, with duties in Manchester Northern 


Hospital Group. 

Done, Janet M., M.D., D.P.H., D.R.C.O.G., Senior Assistant Medical Officer 
of Health for Maternity and Child Welfare, Coventry. 

Lowe, Muri. J., M.B., B.S., D.P.H., D.C.H., Assistant County Medical 
Officer, Goole Area Division No. 10, West Riding of Yorkshire. 

PATTERSON, JoHN, M.B., B.Ch.. B.A.O., D.P.H., —- Divisional Medical 
Officer, No. 1 Division (Ulversten), County of 

Ross, ALasTair IAN, M.D., D.P.H., Deputy Medical Officer of Health, City 
of Leicester. 

SOUTH-\“ESTFRN REGIONAL Boarp.— Consulting Dermatologist in 
North Gloucestershire C: linieal Area, R. BE. Bowers, M.D., M.R.C.P.; Physicians 
in Psychiatry at a Mental Hospital, G. M. Gibb, MB., Ch.B., D.P.M., and 
J. B. Phillips, M.D., .M. 

Vickery, K. O. A.. yn D., D.P.H., Deputy Medical Officer of Health, County 


Borough of Bournemouth. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Burkitt.—On October 1, 1950, at 133, Gresham Road, Staines, Middx., to 
Violet, wife of R. T. Burkitt, M.D., F.R C.S.I.., a daughter. 

Hill.—On October 7, 1950, at Robinson Hospital. Ballymoney, to Nancy, wife 
of Dr. Wilham J. C.. Hill, Portrush, a daughter. 

Hotchkis.—On September 29. 1950, to Jean M. ama (formerly Smout), 

M.B., Ch.B., wife of Mr. Alistair Hotchkis, Balgowan, Pitlochry, Perthshire, 


a sen 
-—On October 1, 1950, to Dr. = Illingworth, M.R.C.P. 
(formerly Redhead), wife of Protessor R. S. Illingworth, M.D., F.R.C.P., 


a sor 
Imray.—On September 1. 1950, to Peggy. wife of Dr. M. A. Imray, Bowden 
se Market Harborough, Leics., a sister for Elizabeth and Robin—Gillian 
ary. 
Lawrence.—On October 8, 1950, at Redruth, to Jane (formerly Thom), wife 


of Dr. D. B. Lawrence, a son. 
Matthews.--On September 12, 1950, at St. Luke’s Hospital, Guildford, to 
Diana (former!v Tenby-Smith), wife of Dr. Harold W. Matthews, a daughter 


—Roha’ Elizabeth Hayden. 
Merry.—On ‘uly 8, = at the Point Fortin Hospital, Trinidad, to Kathleen, 


wife of Dr. C. H. Merry, a daughter 
—On September 23. i950. at Weatminster Hospital, to Jean (formerly 


Scurr.. 
Spiller), wife of Dr. Cyril Scurr, a son. 
October 4, 1950, t Faith (formerly James), wife of Dr. C. C. 


-—On 
a of 65, Beaufort Mansions, London, S.W., a son. 


DEATHS 

Avery.—On September 30. a + at 928, London Road, Leigh-on-Sea, Essex, 
John Avery M.RC.S., LR.C P. 

Charsley.—On September 1950, Gilbert William Charsley. M.R.C.S., 
L.R.C.P of 6, Regina Court, 42, Fitzjohn’s Avenue, Hampstead, London, 
N.W., formerly of Sydenham. 

—On September 29. 1950, Francis William Fawssett, M.B., M.R.C.S., 
of 31, Chantry Lane, Grimsby, Lincs. 

Fraser.—On September 29. 1950, at a nursing-home, Edinburgh, Robert Murray 
H.D.D., L.D.S.Ed., of 28, Morningside Place, 

invure 

Graham-Little.—On October 6, 1950, at his Epsom home, Wimpole Lodge, 
Sir Ernest Gordon Graham-Little, M.D., F.R.C.P. 

Lowson.—On September 27, 1950, at New House, Moat Drive, Tamworth, 
Staffs. William Lowson, M.B., Ch.B. aged 79. 

.—On August 3, 1950, Archibald Maclean, M.B., Ch.B., of Auchencairn, 

Union Street, Hamilton, Lanarkshire, aged 43. 


McCutcheon.—On October 1 1950, at Warren House, Mayfield, Sussex, Oliver — 


Edward McCutcheon, M.B., BCh., aged 80. 

McQuade.—On September 18, 1950. at Horin. Nigeria, Henry Gray McQuade, 
M B., B.Chir.. of Wvndfe':, Steyning. Sussex. 

Miskin.—On September 2, 1950, at the Kent and Canterbury Hospital, Canter- 
bury, Leonard John Miskin, M.B., F.R.C.S., of Perry Farm, ngham, near 
Canterbury, Kent. 

Moraa.—On September 25, a4 at la, Winster Avenue, West Didsbury, 


Manchester, Peter Moran, M. 
-—On 1950, at the London Hospital. Patrick 


O’Gorman, C.M.G M.R.C.P., D.PH., Lieutenant-Colonel, I.M.S., 
retired. of 3. St John’s Road, Harrow-on-the-Hill, aged 92, 
Plommer.—On October 6, 19509, Francis Christopher Plummer, M.D., of Hill- 
poe Duns.an’s Lane, Burton-in-Wirral, and Rodney Street, Liverpool, 
Purdy.—On September 20, 1950, after a long and painful illness, eee 
Marv. beloved wife of Gordon Purdy, M.B., F.R.C.S.Ed., of Ashby House, 
Oakham, Rutland. 
Raeburn.—On_ September 28, 1950, at Dumfries, James Alexander Raeburn, 


M.D 


Any Questions ? 


Correspondents should give their names and addresses (not for 
publication) and include all relevant details in their questions, 
which should be typed. We publish here a selection of those 
questions and answers which seem to be of general interest. 


Dispensing of P.A.S. 
Q.—Is it essential for P.A.S. powder to be dissolved freshly 
each day, or is it possible to make up a supply to last, say, for 


three days or longer ? 

A.—It is unnecessary for P.A.S. to be dissolved frgshly each 
day in water, and it is quite in order to make up a supply to 
last for three days, but preferably not for longer. Many 
patients complain of the unpleasant taste and nauseating effect 
of such solutions. On the other hand, if P.A.S. is dispensed 
in tablets of 0.5 g., it may be necessary for the patient to 
swallow as many as 30 a day. Some patients prefer therefore 
to take the drug in cachets, each containing 1.5 g. This method 
of prescribing P.A.S. was mentioned by Dr. Hayman Jones in 
the Journal of June 10 (p. 1375), and such cachets are now on 
the market. Two cachets dipped in water and taken with a 
draught of water are not usually found very difficult to swallow, 
and there is no unpleasant taste. This dose should be taken at 
three-hourly intervals between 9 a.m. and 9 p.m. Some patients 
are nauseated by the drug when therapy is first begun, so it. 
is wise to start with a daily dose of 5 g., gradually increasing 


to the full quantity of 15 g. 


“ Infective Gingivitis ” 
Q.—What is the aetiology and treatment of infective 
gingivitis ? 
—The aetiology of the condition is unknown, and, although 
it has been suggested that the virus of herpes simplex plays 
some part, there is no clear evidence that the lesions are infec- 
tive. In women the ulcers may arise just prior to the onset of 
“menstruation. The tip of the tongue, the gum some little 
distance from the teeth, and the inner aspect of the lips are 
the most common sites of ulceration. More rarely the palate 
may be involved. There is no infallible method of treatment, 
but the condition often responds to administration of one or 
more components of the vitamin-B, complex—e.g., 2 mg. ribo- 
flavin and 100 mg. nicotinamide daily—together with local 
applications of 1% gentian violet. Recurrences are: relatively 


common. 
Thrombophlebitis Migrans 

Q.—A male clerk, aged 30, first came to me four 
months ago with a thrombophlebitis of the external saphen- 
ous vein about 4 in. (10 cm.) above the knee-joint. Despite 
penicillin and anticoagulants in the usual dosage, the process 
has since been progressive—wandering about the leg in a most 
haphazard fashion. Not a week has passed but a fresh patch 
develops, and both patient and doctor have wearied of its persis- 
tence. No septic focus has been found. (1) Can we institute 
any treatment now? (2) Should we have ligated long ago? 
(3) What is the likelihood of Buerger’s disease developing here? 


—The case is probably one of thrombophlebitis migrans. 
Each outburst should be treated with “elastoplast” support 
and enough dicoumarol to obtain a prothrombin time increased ° 
by 120%; this increase should be maintained for about a 
month. Penicillin seems to be of no value in this condition, 
and neither is internal saphenous ligation unless the veins are 
grossly varicose. The possibility of Buerger’s disease developing 
can be put at 20%. The disease eventually burns itself out, 
but may last as long as two years. It is usual for these cases 
to continue normally at work provided there is no pyrexia. If 
this is present, there is lassitude and malaise which prevents 


work for short periods. 
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High Morning Blood Pressure 

Q.—I am treating a woman of 49 who suffers from hyper- 
tension. She has occasional heddaches and a faint albumin- 
uria, but otherwise appears well. The curious feature of her 
case is that the blood pressure on awakening in the morning 
is about 220/130, but it steadily diminishes during the day to 
about 170/110 when she retires. What is the significance of 
this ? 

.—It is certainly unusual for the blood pressure to be higher 
after a night’s rest than later in the day. It suggests the influ- 
ente of some substance causing vasodilatation, such as alcohol ; 
it is presumed this is not the case. Other such agents include 
heat and gentle exercise. It is also assumed that all pressures 
are taken with the patient in the horizontal position, for a drop 
in blood pressure on standing up is not incompatible with 
hypertengion. This is seen typically after a Smithwick 
Operation. 


Pregnenolone 
Q.—I hear that a substance called “‘ pregnenolone,” which is 
said to be non-toxic and cheap to produce, has been used in 
America for the treatment of rheumatoid arthritis with a 
success approaching that of “ cortisone.” Can you tell me if 
pregnenolone has been used in this country and, if so, with 
what results? 


A.—Pregnenolone has been advocated for the treatment of 
rheumatoid arthritis in several recent papers published in 
America. This substance has been tested in this country under 
controlled conditions in at least two centres, but the English 
workers have been unable to reproduce these beneficial results. 
In one series only did improvement occur, in one patient, for 
a time; but a further course of this treatment failed to repro- 
duce the benefit. It is difficult to know why the American 
results should differ so markedly from those of English 
observers; it should be noted, however, that very recently 
reports have been received from American physicians who 
have also been unable to produce permanent clinical improve- 
ment in their patients treated with pregnenolone. The report 
of a trial in this country of pregnenolone and other steroid 
. compounds is given in the opening pages of this week’s Journal. 


Bogomoletz Serum 
Q.—Will you please give me some information on the treat- 
ment of degenerative diseases with Bogomoletz serum? 


A.—Bogomoletz’s antireticular cytotoxic serum (A.C.S.), 
although originally prepared in 1924, was the subject of a 
note in this country first in 1943 (British Medical Journal, 
1943, 2, 203). It was pointed out that the resistance of the 
organism to bacterial infection and to neoplasm, the healing 
of wounds and ulcers, and the normal union of fractured bones 
. depended on the activity of “ connective tissue”; “ connective 
tissue” in this context being probably more accurately repre- 
sented by the wider term “ mesenchyme.” Bogomoletz devised 
his serum with the object of stimulating the physiological 
activity of the mesenchyme. It was prepared by the repeated 
injection into horses of the cellular elements of human spleen 
and bone-marrow; in large doses the resulting serum was 
‘claimed to depress, and in small doses to stimulate, mesen- 
chymal activity. 

At a conference in Ufa, Russian clinicians reported the results 


in 2,500 cases treated with A.C.S. It was said to promote union © 


in fractures which were uniting slowly, to hasten wound heal- 
ing, to improve suppurative states, frost-bite, and burns; it 
* was claimed to havea beneficial effect on cerebrospinal fever, 
pelvic sepsis, rheumatism, pneumonia, lung abscess, tonsillitis, 
neuritis, meningo-encephalitis, disseminated sclerosis, and 
certain psychoses ; some cases of peptic ulcer and of eczema 
were stated to have been favourably influenced. Organisms 
resistant to sulphonamides were said to be rendered sensitive 


after injection of A.C.S. (Kavetsky, 1946). The serum , 


has been the subject of several studies in the United 
States. Straus and his collaborators (1946) investigated 
methods of producing A.C.S. and were able to show that a 


large dose delayed healing of fractures in rabbits, although | 


there was no evidence that small “ stimulating ” doses increased @ 


the rate of union above normal. Maltz, Spain, and Molomut 
(1948) with a similar antisplenic-tissue serum obtained acceler- 
ated healing of non-infected wounds in mice. Controlled 


experiments of the therapeutic effect of A.C.S. in man have @ 


been largely negative, although Ilfeld (1948) claimed that frac- 
tured femora united more rapidly when a patient was given 


A.C.S. The only “ degenerative” diseases in which the serum ~ 


has been widely used outside Russia are various rheumatic 
disorders. There is general agreement that the effects in 
rheumatoid arthritis are’ slight and transient (Rogoff et al., 
1947; Solomon and Stecher, 1948; and Kling, 1948). The 
same authors have noted even less benefit in osteoarthritis and 
fibrositis. Abernethy et al. (1948) found A.C.S. without effect 


in Hodgkin’s disease. Thus, although great benefit is claimed © 
in Russia from the use of A.C.S. in many and varied diseases, 7 


it has been employed little elsewhere, and insufficient data are 


available for a critical appraisal of its value. The technique of 


the preparation and administration of A.C.S. is described by © 


Marchuk (1943). 
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Resistance to Streptomycin 

Q.—(a) What is the mechanism of development of resistance 
to streptomycin by the tubercle bacillus? (b) Is the change 
reversible? (c) In the case of bone or joint infection is the 
response to conservative treatment less favourable when the 
organism is “ streptomycin-resistant” ? 


A.—(a) The mode of action of streptomycin is not known 
with certainty: hence we are similarly ignorant of how bacteria 
escape from it. 
metabolic process, and this is made all the more likely by the 
fact that resistance may be accompanied by “ dependence "— 
ie., the drug may become an essential nutrient without which 
the organism will not grow. It has been fully recognized for 
severa! years that other species of bacteria undergo this change, 
and recent evidence suggests that the same may be true of 
tubercle bacilli. 

(b) In general, acquired resistance to streptomycin is perma- 
nent. In a few patients, sensitive tubercle bacilli have been 
recovered from sputum when a previous culture had shown 
resistant bacilli. This is not as encouraging as it may seem, 
because the bacterial population in a case under treatment is 
known to be highly heterogeneous, including bacilli of very 
varying degrees of resistance along with some which are still 
sensitive (and possibly some which are dependent): hence 
chance colony-selection may yield an anomalous result although 
the general trend of the change taking place is towards an 
increasing degree of resistance. 

(c) So far as is known, the reaction of tubercle bacilli to 
streptomycin has no influence on any treatment other than 
the use of the drug iteeit. 
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The action must consist of checking some . 
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